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= (54) Title: ANTL\NGIOGENIC BICYCLIC DERIVATIVES 

(57) Abstract: The invention relates to compounds 
of the formula I: wherein: ring C is a 5 or 
6-membered heteroaromatic ring containing at 
least one nitrogen atom and optionally containing 
a further 1-2 heteroatoms, selected independently 
(I) from O, S and N; either any one of Gi, G2, G3, 
G4 and G5 is nitrogen and the other four are -CH-, 
or Gi, G2. G3, G4, and G5 arc all - CH-; Z is -0-, 
-NH-, -S-, CH2-, or a direct bond; Z is linked to 
any one of Gi, Gz, G3, and G4; n is an integer ftom 
0 to 5; any of the substituents JO may be attached 
at any free caibon atom of the indole, azaindole or 
indazole group; m is an integer from 0 to 4, R** represents hydrogen or another value as defined herein; R* represents hydrogen, 
0x0, hydroxy, halogeno, Ci^kyl Ci.4alkoxy, Ci.4alkyxyCi^alkyl, aminoCi.4alkyl, aminoCwalkyl, Ci.salkylaminoCwalkyI, 
di(Ci.3alkyl)aminoCMalkyl, -Ci.salkyKring B) wherein ring B is selected from azetidinyl, pyrrolidinyl, piperidinyl, piperazinyl, 
N-methylpiperzinyl, N-ethylpiperazinyl, morpholino and thiomorpholino; R^ represents hydrogen, hydroxy, halogeno. cyano. 
nitio. trifuloromethyl. C i.salkyl, Ci.salkoxy. Ci.salkylsulphanyl.-NR^R* /wherein R^ and R\ which may be the same or different, 
each represents hydrogen or Ci.salkyl), or R5X»-(whercin R^ and are as defined herein) and salts thereof, processes for the 
preparation of such compounds, pharraaceuticaJ compositions contaira'ng a compound of formula I or a phaimaceutically acceptable 
salt thereof as active ingredient and the use of compound of formula I in the manufacture of a medicament for the production of 
an anliangiogenic and/or vascular permeability reducing effect in warm-blooded animals. The compounds of formula I and the 
pharmaceutically acceptable slats thereof inhibit the effects of VEGF, a property of value in the treatment of a number of disease 
states including cancer and rheumatoid arthritis. 
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For two-letter codes and other abbreviations, refer to the "Guid- 
ance Notes on Codes and Abbreviations " appearing at the begin- 
nir^ of each regular issue of the PCT Gazette. 
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ANTIANGIOGENIC BICYCLIC DERIVATIVES 



The present invention relates to indole, azaindole and indazole derivatives, 
processes for their preparation, pharmaceutical compositions containing them as active 
5 ingredient, methods for the treatment of disease states associated with angiogenesis and/or 
increased vascular penneability, to their use as medicaments and to their use in the 
manufacture of medicaments for use in the production of antiangiogenic and/or vascular 
permeability reducing effects in warm-blooded animals such as humans. 

Normal angiogmesis plays an important role in a variety of processes including 

10 embryonic development, wound healing and several components of female reproductive 
function. Undesirable or pathological angiogenesis has been associated with disease states 
including diabetic retinopathy, psoriasis, cancer, rheumatoid arthritis, atheroma, Kaposi's 
sarcoma and haemangioma (Fan et al, 1995, Trends Pharmacol. Sci. 16: 57-66; Folkman, 
1995, Nature Medicine 1 : 27-3 1). Alteration of vascular permeability is thought to play a role 

15 in both normal and pathological physiological processes (Cullinan-Bove et al, 1993, 

Endocrinology 133: 829-837; Senger et al, 1993, Cancer and Metastasis Reviews, 12: 303- 
324). Several polypeptides with in vitro endotheUal cell growth promoting activity have been 
identified including, acidic and basic fibroblast growth factors (aFGF & bFGF) and vascular 
endothelial growth factor (VEGF). By virtue of the restricted eTcpression of its receptors, the 

20 growth fector activity of VEGF, in contrast to that of the FGFs, is relatively specific towards 
endothelial cells. Recent evidence indicates that VEGF is an important stimulator of both 
normal and pathological angiogenesis (Jakeman et al, 1993, Endocrinology, 133: 848-859; 
Kolch et al, 1995, Breast Cancer Research and Treatment, 36:139-155) and vascular 
permeability (Connolly et al, 1989, J. Biol. Chem. 264: 20017-20024). Antagonism of VEGF 

25 action by sequestration of VEGF with antibody can result in inhibition of tumour growth (Kim 
et al, 1993, Nature 362: 841-844). Basic FGF (bFGF) is a potent stimulator of angiogenesis 
(e.g. Hayek et al, 1987, Biochem. Biophys. Res. Commun. 147: 876-880) and raised levels of 
FGFs have been found in the serum (Fujimoto et al, 1991, Biochem. Biophys. Res. Commun. 
180: 386-392) and urine (Nguyen et al, 1993, J. Natl. Cancer. Inst 85: 241-242) of patients 

30 with cancer. 

Receptor tyrosine kinases (RTKs) are important in the transmission of biochemical 
signals across the plasma membrane of cells. These transmembrane molecules 
characteristically consist of an extracellular ligand-binding domain connected through a 
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segment in the plasma mranbrane to an intracellular tyrosine kinase domain. Binding of 
ligand to the receptor results in stimulation of the receptor-associated tyrosine kinase activity 
which leads to phosphorylation of tyrosine residues on both the receptor and other 
5 intracellular molecules. These changes in tyrosine phosphorylation initiate a signalling 
cascade leading to a variety of cellular responses. To date, at least nineteen distinct RTK 
subfamilies, defined by amino acid sequence homology, have been identified. One of these 
subfamilies is presently comprised by the fins-like tyrosine kinase receptor. Fit or Fltl, the 
kinase insert domain-containing receptor, KDR (also referred to as Flk-1), and another 

1 0 fins-like tyrosine kinase receptor, Flt4. Two of these related RTKs, Fit and KDR, have been 
shown to bind VEGF with high aflSnity (De Vries et al, 1992, Science 255: 989-991; Terman 
etal, 1992, Biochem.Biophys. Res. Comm. 1992, 187: 1579-1586). Binding of VEGF to 
these receptors expressed in het^logous cells has been associated with changes in the 
tyrosine phosphorjdation status of cellular proteins and calcium fluxes. 

1 5 The present invention is based on flie discovery of compounds that surprisingly inhibit 

the effects of VEGF, a property of value in the treatment of disease states associated with 
angiogenesis and/or increased vascular permeability such as cancer, diabetes, psoriasis, 
rheumatoid arthritis, K^osi's sarcoma, haemangioma, acute and chronic nephropathies, 
atheroma, arterial restenosis, autoimmxme diseases, acute inflammation, excessive scar 

20 formation and adhesions, lymphoedema, endometriosis, dysfimctional uterine bleeding and 
ocular diseases with retinal vessel proUferation. Compounds of the present invention 
generally possess higher potency against VEGF receptor tyrosine kinase than against 
epidermal growth factor (EGF) receptor tyrosine kinase. Compounds of the invention which 
have been tested possess activity against VEGF receptor tyrosine kinase such that they may be 

25 used in an amount sufficient to inhibit VEGF receptor tyrosine kinase whilst demonstrating no 
significant activity against EGF receptor tyrosine kinase. Compounds of the present invention 
genially possess higher potency against VEGF receptor tyrosine kinase than against FGF Rl 
receptor tyrosine kinase. Compounds of the invention which have been tested possess activity 
against VEGF receptor tyrosine kinase such that they maybe used in an amoimt sufficient to 

30 inhibit VEGF receptor tyrosine kinase whilst demonstrating no significant activity against 
FGF Rl receptor tyrosine kinase. 

According to one aspect of the present invention there is provided the use of a 
compound of the formula I: 
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(I) 



10 



wherein: 

ring C is a,5 or 6-menibered heteroaiomatic ring containing at least one nitrogen atom and 
optionally containing a further 1-2 heteroatoms, selected independently from O, S and N; 
either any one of Gi, G2, G3, G4 and G5 is nitrogen and the other four are -CH-, 
15 or Gi, G2, G3, G4 and G5 are all -CH-; 

Z is -0-, -NH-, -S-, -CH2- or a direct bond; Z is linked to any one of Gi, G2, G3 and G4 which 
is a free carbon atom; 

n is an integer from 0 to 5; any of the substituents may be attached at any free carbon atom 
of the indole, azaindole or indazole groiq), such free carbon atoms may be Gi, G2, G3, G4 or 
20 Gs or may be at the 3-position of the indole, azaindole or indazole group; 
m is an integer from 0 to 4; 

R** represents hydrogra, CMalkyl, CMalkoxyCMalkyl, aminoCMalkyl, Ci.salkylaminoCi- 

4alkyl, di(Ci.3alkyl)aminoCMalkyl, C2-5alkenylaminoCMalkyl, C2-5allcynylaniinoCMalkyl, - 
Ci-5alkyl(ring A) wherein ring A is selected from azetidinyl, pyrrolidinyl, piperidinyl, 
25 piperazinyl, morpholino and thiomoipholino and whereru ring A may bear one or more 

substituents selected from CMalkyl, C2-5alkenyl, C2-5alkynyl, hydroxy, 0x0, halogeno, cyano, 
cyanoCi-4alkyl, CMaliylsulphonyl and CMalkanoyl/ 



3* 



rq^esents^hj^frpgOT^ pxo, hydroxy, hdogeno,CMalkyl,yCMalkoxy, CMalkoxyCMalkyl,^' 
'aaninoCMal^l Ci.sallQrlaminoCMalkyl, di{Ci,3al]^^9gSamo Ci-4alkyl, 



30 wherein ring B is selected from azetidmyl, pyrrolidinyl, piperidinyl, piperazmyl, H 
methylpiperazinyl, N-^fhylpiperazinyl, morpholino and thiomoipholino; 




5 



/ 



U Li 
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represCTts hydrogen, hydroxy, halogeno, cyano, nitro, trifluoromethyl, Ci-aalkyl, Ci- 
aalkoxy, Cioalkylsulphanyl, -NR^R'* (wherein R^ and R^ which may be the same or different, 
each represents hydrogen or Ci-saHcyl), or R^X^- (wherem X* represents a direct bond, -0-, - 

5 

CH2", -0C(0)-, -C(0)-, -S>, -SO-, -SO2-, -NR'C(0K -C(0)NR\ -SO2NR'-, -NR^SOa- or - 
NR^^- (wherein R^ R^, R^ R^ and R^^ each independently represents hydrogen, Ci-aallq^l or 
Ci.3alkoxyC2.3aikyl), and R^ is selected from one of the following twenty-two groups: 

1) hydrogen, oxiranylCi-4alkyl or Ci-salkyl which may be unsubstituted or which may be 

10 substituted with one or more gpyups selected from hydroxy, fluoro, chloro, bromo and amino; 

2) Ci.5alk>4X^C(0)R^^ (wherein X^ represents -O- or -NR^^- (in which R^^ represents 
hydrogen, Ci-sallqrl or CioalkoxyCa-aalkyl) and R^^ rq>resents Ci-salkyl, -NR^^^^ or -OR^^ 
(wherein R^^ R^^ and R^^ which may be the same or diflferent each represents hydrogen, Ci. 
salkyl or Ci-salkoxyCi-aalkyl)); 

15 3) Ci.salkylX^R^^ (wherein X^ represents -0-, -S-, -SO-, -SO2-, -0C(0)-, -NR"C(0)-, - 
C(0)NR^^-, -SOiNR^^-, -NR^^SOz- or -NR^'- (wherein R^^ R^^ R^^ R^^ and R^^ each 
independently represents hydrogen, Ci-salkyl or Ci.3alkoxyC2-3alkyl) and R^^ represents 
hydrogen, Ci-salkyl, cyclopentyl, cyclohexyl or a 4-, 5- or 6-membered saturated heterocyclic 
group with 1-2 heteroatoms, selected independently from O, S and N, which Cusalkyl group 

20 may bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno and CMalkoxy and which 
cyclic group may bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno, cyano, Ci. 
4cyanoalkyl, CMalkyl, Ci-4hydroxyaIkyl, CMalkoxy, CMalkoxyCMalkyl, Ci. 
4alkylsulphon)dCi-4alkyl, CMalkoxycarbonyl, CMaminoalkyl, CMalkylamino, di(Ci- 
4alkyl)amino, CMalkylaminoCMalkyl, di(CMalkyl)aminoCMalkyl, Ci^allQdaminoCMalkoxy, 

25 di(CMalkyl)aminoCMa]koxy and a group -(-0-)f(CMaIkyl)gringD (wherein f is 0 or 1, g is 0 
or 1 and ring D is a 4-, 5- or 6-membered saturated heterocyclic group with 1-2 heteroatoms, 
selected independently from O, S and N, which cyclic group may bear one or more 
substituents selected from Ci-4alkyl)); 

4) Ci-5alkyIX^Ci.5alkylX^^^ (wherein X^ and X^ which may be the same or different are each 
30 -0-, -S-, -SO-, -SO2-, -NR^^C(O)-, -C(0)NR24.^ -SOzNR^^-, -NR^^S02- or -NR^^- (wherein 
R^^ R^^ R^^ R^^ and R^^ each mdependently represents hydrogen, Ci-3alkyl or Ci.3aIkoxyC2- 
salkyl) andR^^ represents hydrogen, Ci-aalkyl or Ci.3alkoxyC2-3alkyl); 



wo 02/16348 



PCT/GBOl/03585 



-5- 

5) R^" (wherein is a 4-, 5- or 6-membered saturated heterocyclic group (linked via carbon 
or nitrogen) with 1-2 heteroatoros, selected iadependently from O, S and N, which 
heterocyclic group may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, 

5 Ci-4cyanoalkyl, CMalkyl, Ci-4hydroxyaIkyl, CMalkoxy, CMalkanoyl, Ci^alkoxyCMalkyl, Ci- 
4alkylsulphonyl, CMalkylsulphonylCMalkyi, CMalkoxycarbonyl, Ci^aminoalkyl, Ci. 
4alkylamino, di(CMalkyl)amino, CMalkylaminoCMalkjd, di(Ci.4alkyl)aimnoCMalkyl, Ci. 

4a]kylanunoCMalkoxy, di(CMaI]cyl)aininoCMalkoxy and a group -(-0-)f(Ci4alkyl)gringD 
10 (wherem f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6-membered saturated heterocyclic 
group with 1-2 heteroatoms, selected independently from O, S and N, which cyclic group may 
bear one or more substituents selected from CMalkyl)); 

6) Ci-salkylR^^ (wherein R^^ is as defined hereinbefore); 

7) C2.5alkenylR^^ (wherein R^^ is as defined hereinbefore); 
15 8) Cz-salkynylR^^ (wherein R^^ is as defined hereinbefore); 

9) R^^ (wherein R^^ represeuts a pyridone group, a phen)d group or a 5-6-membered aromatic 
heterocyclic group (linked via carbon or nitrogen) with 1-3 heteroatoms selected from O, N 
and S, which pyridone, phenyl or aromatic heterocyclic group may cany up to 5 substituents 
selected from hydroxy, halogeno, amino, Ci^alkyl, Ci-4alkoxy, Ci jjhydroxyalkyl, Ci- 

20 4aminoalkyl, CMaUcylamino, Ci-4hydroxyalkoxy, carboxy, trifluoromethyl, cyano, - 
C(0)NR^^^\ -NR^^C(0)R^^ (wherein R^^ R^^ and R^^ which may be the same or 
different, each rqpresents hydrogen, Ci^alkyl or Ci.3alkoxyC2.3alkyl) and a group -(-O-)f(Ci. 
4alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6-membered saturated 
heterocyclic group with 1-2 heteroatoms, selected independently from O, S and N, which 

25 cyclic group may bear one or more substituents selected from CMaliyl)); 

10) Ci-saJkylR^^ (wherein R^^ is as defined hereinbefore); 

11) C2-5alkenylR^^ (wherein R^^ is as defined hereinbefore); 

12) C2.5alkynylR^^ (wherein R^^ is as defined hereinbefore); 

13) Ci-salkylX^^^ (wherein represents -0-, -S-, -SO, -SO2-, -NR^*C(0)-, -C(0)NR^^-, - 
30 SOzNR^^-, -NR^^S02- or -NR^^- (wherein R^^ R^^ R^^ and R^^ each independently 

represents hydrogen, Cuaalkyl or Ci.aalkoxyCa-aalkyl) and R^^ is as defined hereinbefore); 
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14) Ca-salkenylX'R^ (wherein represents -0-, -S-, -SO-, -SO2-, -NR^'C(OK -C(0)NR'"*-, 
SOm.\ -NR^^SOz- or -NR«- (wherein R^', R'"*, R'*\ R^^ and R*^ each independently 
represents hydrogen, Ci-salkyl or Ci.3a]koxyC2.3alkyi) and R^' is as defined hereinbefore); 
5 15) C2.5a]kynylX^R2^ (wherein represents -0-, -S-, -SO-, -SO2-, -NR'"C(0)-, -C(0)NR^^ 
-SOzNR**-, -NR*'S02- or -NR'^»- (wherein R'*^, R^^ R"*^, R^' and R''^ each independently 
represents hydrogen, Ci-aalkyl or Ci.3alkoxyC2-3alkyl) and R^' is as defined hereinbefore); 

16) CMalkylX'Ci^alkylR^'' (wherein X' represents -0-, -S-, -SO-, -SO2-, -NR^^QO)-, - 
C(0)NR^°-, -SOzNR^*-, -NR^^SOz- or -mi"- (wherein R"', R^^ R^^ R^^ and R" each 

10 indqpendently represents hydrogao, Cijaliyl or Ci.3alkoxyC2.3alliyl) and R^' is as defined 
hereiiibe&re); 

17) CMaBcylX'CMalkylR^* (wherem X* and R^* are as defined hereinbefore); 

18) C2.5a]kraiyl which may be unsnbstituted or which may be substitated with one or more 
15 groins selected fiiom hydroxy, fluoro, amino, CMallsylanaino, N,N-di(CMaIkyl)amino, 

aminosulphonyl, N-CMalkylaminosulphonyl and N,N-di(CMa]kyl)aminosulphonyl; 

19) C2.5alkynyl which may be unsubstituted or which may be substituted with one or more 
groups selected firom hydroxy, fluoro, amino, CMalkylamino, N,N-di(CMaIkyl)amino, 
aminosulphonyl, N-CMalkylaminosulphonyl and N,N-di(CMalkyl)aminosulphonyl; 

20 20) C2-5aIkenylX'CMalkylR^* (wherein X' and R^* are as defined herembefore); 

21) C2-5aIkynylX*Ci^a]kylR^' (wherein X' and R^' are as defined hereinbefore); and 

22) CMalkyIR^(CMalkyl)q(X')rR^^ (wherein X* is as defined hereinbefore, q is 0 or 1, r is 0 
or 1, and R^ and R^^ are each independaitly selected firom hydrogoi, Ci.3alkyl, cyclopentyl, 
cyclohexyl and a 4-, 5- or 6-membered saturated h^ocyclic grorq) with 1-2 heteroatoms, 

25 selected independently &om O, S and N, which Ci-salkyl group may bear 1 or 2 substituents 
selected fix>m 0x0, hydroxy, halogeno and CMalkoxy and which cyclic groiqj may bear 1 or 2 
substituents selected fi-om 0x0, hydroxy, halogeno, cyano, CMcyanoalkyl, CMalkyl, Ci- 
4hydTox)^lkyl, Ci^alkoxy, CMalkoxyCMalkyl, CMalkylsulphonylCMalkyI, Ci- 
4alkoxycarbonyl, CMaminoalkyI, CMalkylamino, di(CMalkyl)amino, CMalkylaminoCi- 

30 Aalkyl, di(CMaIkyl)aminoCwalkyl, CMalkylaminoCi^oxy, di(CMalkyl)aminoCMa]koxy 
and a groi^) -(-0-)f(CMallQ^l)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6- 
membered saturated heterocyclic groiqj witii 1-2 heteroatoms, selected independently fi»m O, 
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S and N, which cyclic group may bear one or more substituents selected from CMalkyl), with 
the proviso that R^^ cannot be hydrogen); 

and additionally wherein any Ci-salkyl, C2.5alk^yl or Ca-salkynyl group in R^X^- may bear 
5 one or more substituents selected from hydroxy, halogeno and amino); 

or a salt thereof, or a prodrug thereof for example an ester or an amide, in the manufacture of a 

medicament for use in the production of an antiangiogenic and/or vascular permeability 

reducing effect in warm-blooded animals such as humans. 

According to another aspect of the present invention there is provided the use of a 
10 compound of the formula I^: 



15 



20 




a') 

wherein: 

25 ring C is a 5 or 6-membered heteroaromatic ring containing at least one nitrogen atom and 
optionally containing a ftirther 1-2 heteroatoms, selected independently from O, S and N; 
2 is -0-, -NH-, -S-, -CH2- or a direct bond; Z is linked to the benz ring of the indole group at 
any of the positions 4-, 5-, 6- or 7- of the indole group; 

n is an integer from 0 to 5; any of the substitutents R^ may be attached at any free carbon atom 
30 of the indole group, such free carbon atoms may be at positions 2-, 3-, 4-, 5-, 6-, or 7- of the 
indole group; 

m is an integer from 0 to 4; 
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represents hydrogen, CMalkyl, Ci-aalkoxyCMalkyl, aminoCMalkyl, Ci-salkylaminoCi. 
4al]cyl, di(Ci.3alkyI)arQinoCMaIkyl, -Ci.5alkyl(ring A) wherein ring A is selected fiom 
azetidiayl, pyrrolidinyl, piperidinyl, piperazinyl, N-methylpiperazinyl, N-ethylpiperazinyl, 
5 morpholino and tiiiomorpholino; 

represents hydrogen, oxo, hydroxy, halogeno, Ci^alkyl, Cwalkoxy, Ci-4alkoxyCMalkyl, 
aminoCMalkyl, Ci-salkylaniinoCMalkyl, di(Ci.3alkyl)aminoCMalkyl, -Ci.5alkyl(ring B) 
wherein ring B is selected from azetidinyl, pyrroHdinyl, piperidinyl, piperazinyl, N- 
methylpiperazinyl, N-ethjdpiperazinyl, morpholino and tiiiomorpholino; 
10 R^ represents hydrogen, hydroxy, halogeno, cyano, nitro, trifluoromethyl, Ci-salkyl, Ci. 
aalkoxy, Ci-aalkylsulphanyl, -NR^'* (wherein R^ and R^ which may be the same or different, 
each represents hydrogen or Cusalkyl), or R^^- (wherein represents a direct bond, -0-, - 
CH2-, -OC(OK -C(0)-, -S-, -SO-, -SO2-, -NR^C(0)-, -C(0)NR\ -SOiNR*^-, -NR^SCb- or - 
NR^°- (wherein R^, R^, R^ R^ and R^° each independently represents hydrogen, Cioalkyl or 
15 Ci^alkoxyCa-aalkyl), and R^ is selected from one of the following twenty-two groups: 

1) hydrogen, oxiranylCMalkyl or Ci-salkyl which may be unsubstituted or which may be 
substituted with one or more groups selected from hydroxy, fluoro, chloro, bromo and amino; 

2) Ci.5alkylX^C(0)R^^ (wherein represoits -O- or -NR^^- (in which R^^ represents 
hydrogen, Ci-salkyl or Ci-salkoxyCa-aalkyl) and R^^ represents Ct-aalkyl, -NR^^R^^ or -OR^^ 

20 (wherein R^^, R^^ and R^^ which may be the same or different each represente hydrogen, Ci- 
saliyl or Ci-3alkoxyC2-3alkyl)); 

3) CusalkylX^R^^ (wherein X^ represents -0-, -S-, -SO-, -SO2-, -0C(0)-, -NR^^C(OK - 
C(0)NR^^-, -SOzNR^^-, -NR^°S02- or -NR^^- (wherein R^^ R^^ R^^ R^*^ and R^^ each 
independently represents hydrogen, Ci-salkyl or Ci-3alkoxyC2-3allcyl) and R^^ represents 

25 hydrogen, Ci-salkyl, cyclopentyl, cyclohexyl or a 4-, 5- or 6-membered saturated heterocyclic 
group with 1-2 heteroatoms, selected independently from 0, S and N, which Ci-salkyl group 
may bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno and Ci-4alkoxy and which 
cyclic group may bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno, cyano, Ci- 
4cyanoalkyl, CMalkyl, Ci^ydroxyalkyi, C^alkoxy, CMalkoxyCMalkyl, Ci. 

30 4alkylsulphonylCMall5yl, CMalkoxycaibonyl, CMaminoalkyl, CMalkylamino, di(Ci. 

4alkyl)amino, CMalkyiaminoCMalkyl, di(CMalkyl)aminoCi-4alkyi, CMalkylaminoCMalkoxy, 
di(Ci.4aIkyl)aminoCMallcoxy and a group -(-0-)f(CMalk5^)gringD (wherein f is 0 or 1, g is 0 
or 1 and ring D is a 4-, 5- or 6-membered saturated heterocycUc group with 1-2 heteroatoms, 
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selected independently jfrom O, S and N, which cyclic group may bear one or more 
substituents selected from CMaUcyl)); 

4) Ci-salkylX^Ci-salkylX^R^^ (wherein and which may be the same or different are each 
5 -o-, -SO-, -SO2-, -NR^^C(O)-, -C(0)NR^S -SOaNR^^ -NR^^SOa- or -NR^^- (wherein 

R^, R^^ R^^, R^^ and R^^ each independently represents hydrogen, Ci-aalkyl or Ci-aalkoxyCz- 
jalkyl) and R^ represents hydrogen, Cwalkyl or d-aalkoxyCz-salkyl); 

5) R^^ (wherein R^^ is a 4-, 5- or 6-membered saturated heterocyclic group (linked via carbon 
or nitrogen) with 1-2 heteroatoms, selected independently from O, S and N» which 

10 heterocyclic group may bear 1 or 2 substitueats selected from 0x6, hydroxy, halogeno, cyano, 
CMcyanoaJkyl, C^alkyl, Ci^ydroxyalkyl, Cwalkoxy, CMalkoxyCMalkyl, Ci- 
4alkylsulphonylCMalkyl, CMalkoxycarbonyl, CMaminoalkyl, CMalkylamino, di(Ci. 
4alkyl)amino, CMalkylaminoCi^alkyl, di(Ci-4alkyl)aminoCMaIkyl, CMalkylaminoCi^alkoxy, 
di(CMalkyl)aininoCMalkoxy and a group -(-0-){(Ci-4a'lkyl)gringD (wherein f is 0 or 1, g is 0 

15 or 1 and ring D is a 4-, 5- or 6-membered saturated heterocyclic group with 1-2 heteroatoms, 
selected independently from O, S and N, which cyclic group may bear one or more 
substituents selected from CMaUcyl)); 

6) Ci-salkylR^ (wherein R^^ is as defiaed hereinbefore); 

7) C2-5alkenylR^* (wherein R^® is as defined hereinbefore); 
20 8) C2.5alkynylR^^ (wherein R^* is as defined hereinbefore); 

9) R^^ (wh^in R^^ represents a pyridone group, a phenyl group or a 5-6-membered aromatic 
heterocyclic group (linked via carbon or nitrogen) with 1-3 heteroatoms selected from O, N 
and S, which pyridone, phenyl or aromatic het^ocyclic group may carry up to 5 substituents 
selected from hydroxy, halogeno, amino, CMalkyI, Ci^alkoxy, CMhydroxyalkyl, Ci- 

25 4aminoa]kyl, CMalkylamino, Ci^ydroxyalkoxy, carboxy, trifluoromethyl, cyano, - 
C(0)NR^^^^ -NR^^C(0)R^^ (wherein R^^ R^^ and R^^ which may be the same or 
different, each represents hydrogen, C^alkyl or Ci-aalkoxyCz-aalkyI) and a group -(-0-)KCi- 
4alkyl)grmgD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6-membered saturated 
heterocyclic group with 1-2 heteroatoms, selected indq)endently from O, S and N, which 

30 cyclic group may bear one or more substituents selected fit)m CMalkyI)); 

10) Ci.5alkylR^^ (wherein R^ is as defined hereinbefore); 

1 1) C2.5a]kenylR^^ (wh^ein R^^ is as defined hereinbefore); 

12) C2.5alkynylR^^ (wherein R^^ is as defined hereinbefore); 
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13) Ci-salkylX^^' (wherein X* represents -0-, -S-, -SO-, -SO2-, -NR^C(OK -C(0)NR^S - 
S02m?\ -WL^SOz- or -NR.''- (wherein R^, R" and R^* each independently 

represents hydrogen, Ci-aalkyl or Ci-salkoxyCa-salkyl) and R^ is as defined haembefore); 
5 14) Cz-salkenylX V (wherein represents -0-, -S-, -SO-. -SO2-, -NR^'C(0)-, -C(0)NR*'-, 
-SOiNR'*^-, -m'*^S02- or -NR'*^- (wherein R^^ R"*', R*\ R''^ and R"^ each independently 
represents hydrogen, Cuaalkyl or d-salkoxyCz-salkyl) and R^' is as defined hereinbefore); 

15) Ca-salkynylX^R^' (wherein represents -0-, -S-, -SO-, -SO2-, -NR'"C(0)-, -C(0)NR'*^ 
-SO2NR'**-, -NR*^S02- or -NR'**- (wherem R'^. R'*^ R'^, R'*' and R*^ each independently 

1 0 represents hydrogen, Ci-salksd or Ci.3alkoxyC2-3alk3d) and R^ is as defined hatdnbefore); 

16) CMalkylX'CMalks^^' (wherein X* represents -0-, -S-, -SO-, -SO2-, -NR*'C(0)-, - 
C(0)NR'°-, -SO2NR''-, -NR^SOa- or -NR^'- (wherein R'*', R^, R'\ R'^ and R^^ each 
independently represents hydrogen, Ci-aalkyl or Ci.3alkoxyC2.3alkyl) and R^ is as defined 
hereinbefore); 

15 17) Ci^alkylX^CMaJkylR^ (wherein X^ and R^^ are as defined hereinbefore); 

1 8) C2-5alkenyl which may be unsubstituted or which may be substituted with one or more 
groups selected fi-om hydroxy, fluoro, amino, CMalkylamino, N,N-di(CMalkyl)amino, 
anainosulphonyl, iJ-Ci.4alkylaminosulphonyl and N,N-di(Ci-4alkyl)aminosulphonyl; 

19) C2.5alkynyl which may be unsubstitated or which may be substituted with one or more 
20 groups selected fixwn hydroxy, fluoro, amino, CMalkylamino, N^-di(CMalk5d)amino, 

aminosulphonyl, H-Cwalkylaminosulphonyi and N,N-di(CMalkyl)aminosulphonyl; 

20) C2-5alkenyiX'Ci-4alkylR^' (wherein X' and R^* are as defined hereinbefore); 

21) C2-5a]kynylX?CMalkylR^ (wherein X' and R^' are as defined hereinbefore); and 

22) CMa]kylR^(CMalkyl)q(X')rR^^ (wherein X' is as defined herembefore, q is 0 or 1, r is 0 
25 or 1 , and R^" and R^' are each independently selected firom hydrogen, Ci-jalkyl, cyclopentyl, 

cyclohexyl and a 4-, 5- or 6-membered saturated heterocyclic group with 1-2 heteroatoms, 
selected independently fix)m O, S and N, which Ci-salkyl group may bear 1 or 2 substituents 
selected fiom 0x0, hydroxy, halogeno and Ci^alkoxy and which cycUc group may bear 1 or 2 
substituents selected fixnn 0x0, hydroxy, halogeno, cyano, CMcyanoalkyl, Ci-ialkyl, Ci. 
30 4hydroxyalkyl, d-talkoxy, Ci^oxyCwalkyl, CMalkylsulphonylCi.4a]kyl, Q. 

4alkoxycarbonyl, Ci.4aminoaBg'l, Ci.4alkylanuno, di(Ci^a]]c>i)amino, CMaDsylaminoCi. 
4alkyl, di(CMa]kyi)aminoCwa]kyl, CMalkylaminoCMalkoxy, di(Ci-»alkyl)aminoCi.4a]koxy 
and a group -(-0-)f(CMa]]cyl)6ringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6- 
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mraibered saturated heterocyclic group with 1-2 heteroatoms, selected independently from O, 

S and N, which cyclic group may bear one or more substituents selected from Ci-4alkyl), with 

the proviso that R^"^ cannot be hydrogen); 
5 and additionally wherein any Ci.salkyl, Ca-salkenyl or C2.5allcynyl group in R^X^- may bear 

one or more substituents selected from hydroxy, halogeno and amino); 

or a salt thereof, or a prodrug fliereof for example an ester or an amide, in the manufacture of a 

medicament for use in the production of an antian^ogenic and/or vascular peraieability 

reducing effect in warm-blooded animals such as humans. 
10 Preferably ring C is selected from one of the following seven moieties: 



6 




N 

(0 (ii) 





(v) (vi) (vii) 



wherein Z is as defined hereinbefore but is not part of ring C, it is shown for the purpose of 
clarity, and wherein alternatives for the values at certain positions of ring C are indicated by 
15 . the possible values separated by commas. 

More preferably ring C is a pyrimidine ring or a pyridyl ring. 
Preferably Z is -0-, -NH-, -S- or a direct bond. 
More preferably Z is -0-, -NH- or -S-. 
Particularly Z is -O- or -NH-, especially 
20 Preferably Z is linked to the indole, azaiadole or indazole group at the 5- or 6-positions 

of the indole, azaindole or indazole group. 

More preferably Z is linked to the indole, azaindole or indazole group at the 5-position 
of the indole, azaindole or indazole group. 

Preferably Z is linked to an indole group at the 5- or 6-positions of the indole groiq?. 
25 More preferably Z is linked to an indole group at the 5-position of the indole group. 
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Preferably represeats hydrogen, Ci.2alkyl, Cz-salkeaylaminoCa-aalkyl, C2- 
jalkynylaminoCMalkyl or -C2-4alkyl(ring A) wherein ring A is selected from piperidinyl and 
piperazinyl and wherein ring A may bear one or more substituents selected from Ci.2alkyl, C2- 
5 salkenyl, Ci^alkynyl, hydroxy, cyano, cyanoCi-2alkyl, Ci.2alkylsulphonyl and Ci-2alkanoyL 

More preferably represents hydrogen, methyl, C2-3alkenylaminoC2-3alkyl, Cz. 
3alkynylaminoC2.3alkyl or >C2-3alkyl(ring A) wherein ring A is selected from 4- 
acetylpiperazin-l-yl, 4-methylsulphonylpiperazrn-l-yl, 4-cyanopiperazin-l-yl, 4- 
cyanomethylpiperazin-l-yl, 4-(prop-2-en-l-yi)pipera2in-l-yl, 4-(prop-2-yn-l-yl)piperazin-l-yl 
10 and 4-hydroxypq)eridino, 

Particularly R^ is hydrogen or methyl, especially hydrogen. 

Advantageously R^ represents hydrogOT, 0x0, hydroxy, halogeno, Ci^alkyl, Ci- 
4alkoxy, CMalkoxyCMalkyl, aminoCMalkyl, Ci-salkylaminoCMalkyl, di(Ci-3alkyl)aminoCi. 
4alkyl, -Ci.5alkyl(iing B) wherein ring B is selected from azetidin-l-yl, pyrrolidin-l-yl, 
15 piperidin-l-yl, piperazin-l-yl, N-methylpiperazin-l-yl, N-ethylpiperazin-l-yl, morpholino and 
thiomorpholino. 

Particularly R^ represents methyl, ethyl, trifluoromethyl or halogeno. 

Especially R^ represents methyl, fluoro, chloro or bromo, more especially methyl or 

fluoro. 

20 Preferably n is an mteger from 0 to 3 . 

More preferably n is 0, 1 or 2. 

According to one aspect of the present invention Gi is nitrogoi and G2, G3, G4 and 
Gs are -CH- forming an azaindole moiety which may bear one or more substituents R^ as 
defined hereinbefore. 

25 According to another aspect of the present invention G5 is nitrogen and Gi , G2, G3 

and G4 are -CH- forming an indazole moiety which may bear one or more substituents R^ as 
defined hereinbefore. 

According to another aspect of the present invention Gi, G2, G3, G4 and G5 are 
all -CH- forming an indole moiety which may bear one or more substituents R^ as defined 

30 hereinbefore. 

In one embodiment of the invention the optionally substituted indole, azaindole or 
indazole moiety of formula II: 
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5 




(D) 

wherein R\ R^ Gi, Gi, G3, G4 and G5 and n are as defined hereinbefore; 
1 0 is selected from the indole moieties: 

4-fluoro-2-methylindol-5-yl, 2-methylindoI-5-yl, 2-methylindol-6-yl, 2,3-dimethylindol-5-yl, 
l-methylindol-S-yl, l,2-dimethylindol-5-yl, 4-fluoroindol-5-yl, 6-fluoToindol-5-yl, indol-5-yl 
and 3-methylindol-5-yl, 
the azaindole moieties: 




liZ-pyrroloPjS-ftjpyridin-S-yl and 2-methyl-lif-pyrrolo[2,3-6]pyridin-5-yl, 
and the indazole moiety: 



H 

/ 




ljy-mdazol-5-yl. 

The indole moieties are preferred over the azaindole and indazole moieties. 

In one embodiment of the invention tiie optionally substituted indole moiety of 
formula tf: 
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5 

wherein R** and n are as defined hereinbefore; 

is selected from 4.fluoro-2-methylindol-5-yl, 2-methylindol-5-yl, 2-methylindol-6.yl. 2,3- 
dimethyfindol-S-yU l-methylindol-S-yl, l^^Jimethylindol-5-yU4-fliioroindol-5-yl. 6- 

10 fluoroindol-5-yl and iixdol-5-yl. 

Particularly the optionally substituted indole moiety of formulaH is selected from 4-fluoio-2- 
methjdindol-S-yi, 4-fluoroindol.5-yl and 6-fluoroindol-5-yi, more especially ftom 4-fluoro-2- 

methylindol-5-yl. 

Preferably m is 1 or 2. 

15 Advantageously represents a direct bond, -0-, -S-, -NR''C(0K -NR'SOz- or - 

m}°- (wherein R*. and R^° each independently represents hydrogen, Ci-aalkyl or Ci- 
2alkoxyethyl). 

Prefwably r^resents a direct bond, -0-, -S-, -NR*C(0>, -NR^SCh- (whereinR*' 
and R' each independently rq)resents hydrogen or Ci-aalkyl) or NH. 
20 More preferably X' rqments -0-, -NR^'CCO)- (wherein R' represents hydrogen 

orCi-2alkyl)orNH. 

Particularly X* represents -O- or -NR*'C(0> (wherein R* represents hydrogen or Ci. 
zalkyl), more particularly -0-,or -NHC(0)-, especially -0-. 

According to another aspect of the present invention X* represents -O- or a direct 

25 bond. 

Advantageously X^ represents -O- orNR'^ (whereinR*^ represents hydiogcai, Ci- 

salkyl or Ci-2alkoxyethyl). 

Advantageously X^ represents -O-, -S-, -SO-, -SO2-, -NR^'C(0)-, -NR'°S02- or 
-NR^^- (wherein R", R^^ and R^^ each independently represents hydrogen, Ci.2alkyl or Ci- 
30 2aD«>xyethyl). 

Preferably X' represents -0-, -S-, -SO, -SOr or -NR^^- (wherein R^^ represents 
hydrogen, Ci.2alk)4 or Ci.2alkoxyelhyl). 
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More preferably represents -O- or -NR^^- (wherein R^^ represents hydrogen or 
Ci.2alkyl). 

According to another aspect of the present invention represents -0-, -SO2-, - 
5 NR^^SOi- or -NR^^- (wherein R^^ and R^^ each independently represents hydrogen, Ci.2alkyl 
or Ci-2alkoxyethyl). 

Advantageously X^ and X^ which may be the same or different each represents -0-, - 
S", -SO-, -SO2- or -NR^^- (wherein R^'^ represents hydrogen, Ci.salkyl or Ci.2alkoxyethyl). 

Preferably X^ and X^ which may be the same or different each represents -0-, -S- or 
10 -NR^''- (wherein R^^ represents hydrogen, Ci.2alkyl or Ci.2alkoxyeth3d). 

More preferably X^ and X^ which may be the same or different each represents -O- 

or-NH-. 

Especially X* and X^ each represents -O. 

Advantageously X^ represents -0-, -S- or -NR^^- (wherein R^* represents hydrogen, 
15 Ci.2alkyl or Ci.ialkoxyethyl). 

Preferably X^ represents -O- or -NR^^- (wherein R^^ represents hydrogen or Ci. 

zalkyl). 

Especially X^ represents -0-. 

Advantageously X^ represents -0-, -S- or -NR^^- (wherein R^^ represents hydrogen, 
20 Ci.2alkyl or Ci.2aIlcoxyethyl). 

Preferably X^ represents -O- or -NR"*^- (wherein R^^ represents hydrogen or Ci- 

2a]kyl). 

Advantageously X^ represents -0-, -S- or -NR*^- (wherein R"^^ represents hydrogen, 
Ci-2all!cyl or Ci-aalkoxyethyl). 
25 Preferably X^ represents -O- or -NR"^^- (wherein R"^^ represents hydrogen or Ci.2alkyl). 

Advantageously X^ represents -0-, -S- or -NR^^- (wherein R^^ represents hydrogen, 
Ci-2alkyl or Ci_2a]koxyethyl). 

Preferably X^ represents -0- or -NR^^- (wherein R^^ represents hydrogen or Ci.2alkyl). 
According to another aspect of the present inv^tion X^ represents -0-, -CONR^- or - 
30 NR^^- (wherein R^^ and R^^ each independently represents hydrogen or Ci.2alkyl). 

Conveniently R^* is pyrrolidinyl, piperazinyl, piperidinyl, imidazolidinyl, azetidinyl, 
morpholino or tbiomorpholino which group may bear 1 or 2 substituents selected &om 0x0, 
hydroxy, halogeno, cyano, Cijcyanoalkyl, Ci.aalkyl, Ci-shydroxyalkyl, Ci-aalkoxy, Ci. 
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2alkoxyCMalkyl, CijalkylsulphonylCi-aalkyl, Ci-salkoxycarbonyl, Ci.salkylaimno, di(Ci. 
3alk5d)ainmo, Ci-salkylaminoCi-aalkyl, di(Ci.3allcyl)ainmoCi.3a]kyl, Ci-salkylaminoCi.salkoxy, 
di(Ci.3a]kyl)aiDmoCi.3alkoxy and a group -(-0-)f(Ci-3alkyl)gringD (wherein f is 0 or 1, g is 0 
5 or 1 and ring D is a heterocyclic groijp selected from pyrrolidinyl, piperazinyl, piperidinyU 
imidazolidinyl, azetidinyl, morpholino and thiomorpholino, which cyclic group may bear one 
or more substituaits selected from Ci-aalkyl). 

Advantageously R^* is pyrrolidinyl, piperazinyl, piperidinyl, azetidinyl, morpholino or 
thiomorpholino which group may bear 1 or 2 substituents selected from oxo, hydroxy, 
10 halogeno, cyano, Ci-scyanoalkyl, Ci.3alkyl, Ci.jhydroxyalkyl, Ci.salkoxy, Ci.jalkoxyCi-aalkyl, 
Ci.2alkylsulphonjdCi.3alkyl, Ci-salkoxycaibonyl, Ci.salkylamino, di(Ci.3alkyl)amino, Ci. 
salkylaminoCi-salkyl, di(Ci.3alk5i)aminoCi.3alkyl, Ci.salkylaminoCi.salkoxy, di(Ci. 
3alk3d)aminoCi.3alfcoxy and a group -(-0-)f(Ci-3alkyl)gringD (wherein fisOorl,gisOorl 
and ring D is a heterocycUc group selected from pyrrolidinyl, mediylpiperazinyl, piperidinyl, 
15 azetidinyl, morpholino and thiomorpholino). 

In one embodiment of flie present invention is pyrrolidinjd, piperazinyl, 
piperidinyl, azetidinyl, morpholino or thiomorpholino which group may bear 1 or 2 
substituents selected from a group -(-0-)f(Ci.3a]kyl)gringD (wherein f is 0 or 1, g is 0 or 1 and 
ring D is a heterocycUc group selected from pyrroUdinyl, methylpiperazinyl, piperidinyl, 
20 azetidinyl, morpholino and fliiomorpholino). 

Particularly R^* is pynrolidinyl, piperazinyl, piperidinyl, azetidinyl, morpholino or 
tidomorpholiuo which, groiq) may bear 1 or 2 substituents selected from oxo, hydroxy, 
halogeno, cyano, Ci.3cyanoa]]cyl, Ci.3alkyl, Ci.3hydroxyalk5i, Cioalkoxy, Ci.2alkoxyCi.3alkyl 
and Ci.2alkylsu]phonylCi.3alkyl. 
25 According to another aspect of the present invention, preferably R^* is pyrrolidinyl, 

piperazinyl, piperidinyl, morpholino or fliiomorphohno which group may bear 1 or 2 
substituents selected from oxo, hydroxy, halogeno, cyano, Cijcyanoalkyl, Cijallsyl, Ci. 
ahydroxyalkyl, Ci.3alkoxy, Ci.2alkoxyCi.3a]kyl and Ci.2alkylsulphonylCi.3alkyl. 

Where R^' is a 5-6-membered aromatic heterocyclic group^ it preferably has 1 or 2 
30 heteroatoms, selected from O, N and S, of which more preferably one is N, and may be 
substituted as hCTcinbefore defined. 

is particularly a pyridone, phenyl, pyridyl, imidazolyl, thiazolyl, thienyl, 
triazoljd or pyridazinyl group which group may be substituted as hereinbefore defined, more 
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particularly a pyridone, pyridyl, imidazolyl, thiazolyl or triazolyl group, especially a pyiidone, 
pyridyl, imidazolyl or triazolyl group which group maybe substituted as hereinbefore defined. 
In one embodiment of ttie invention R^^ represents a pyridone, phenyl or 5- 
5 6-membered aromatic heterocyclic group with 1 to 3 hetaroatoms selected from O, N and S, 
which group may preferably carry up to 2 substituents, more preferably up to one substituent, 
selected from the group of substituents as hereinbefore defined. 

In the definition of R^^ conveniently substituents are selected from halogeno, Ci. 
Aallqrl, Ci-4alkoxy, cyano and a group -(-0-)f(Ci-3aIkyl)grmgD (wherein f is 0 or 1, g is 0 or 1 
10 and ring D is a heterocyclic gjoup selected from pyrrolidinyl, piperazinyl, piperidinyl, 

imidazolidinyl, azetidinyl, morpholino and thiomorpholino, which cyclic group may bear one 
or more substituents selected from Ci-aalkyl). 

In the definition of R^^ more conveniently substituents are selected fix)m chloro, 
, fluoro, methyl, ethyl and a group -(-0-)f(Ci.3alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and 
15 ring D is a heterocyclic group selected from pyrrolidinyl, methylpiperazinyl, piperidinyl, 
azetidinyl, moipholino and thiomorpholino). 

According to another emodiment of the present invention in the definition of R^^ 
conveniently substituents are selected from halogeno, Ci-4alkyl, Ci.4alkoxy and cyano, more 
conveniently substituents are selected &om chloro, fluoro, methyl and ethyl. 
20 Advantageously R^ and R^^ are each independently a 4-, 5- or 6-membered saturated 

heterocyclic group with 1-2 heteroatoms, selected independently &om O, S and N, which 
cyclic group may bear 1 or 2 substituents selected from oxo, hydroxy, halograo, cyano, Ci. 
scyanoalkyl, Ci-salkyl, Ci-ahydroxyalkyl, Ci-salkoxy, Ci.2alkoxyCi-3alkyl, Ci. 
2alkylsulphonylCi-3alkyl, Ci-aalkoxycarbonyl and a group -(-0-)f(Ci.3alkyl)gringP (wherein f 
25 is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6-membered saturated heterocyclic group with 1-2 
heteroatoms, selected independently from O, S and N, which cyclic group may bear one or 
more substituents selected from Ci-aalkyl). 

Preferably R^ and R^^ are each selected from pyrrolidinyl, piperazmyl, piperidinyl, 
inoddazolidinyl, azetidinyl, morpholino and thiomorpholino which group may bear 1 or 2 
30 substituents selected from oxo, hydroxy, halogeno, cyano, Ci-scyanoalkyl, Cusalkyl, Ci. 
shydroxyaJkyl, Ci.salkoxy, Ci-2alkoxyCi.3alkyl, Ci-2aIkylsulphonylCi-.3alkyl, Ci- 
salkoxycarbonyl and a group -(-0-)f(Ci.3alkyl)gringD (wherein fisOorl,gisOorl and ring 
D is a heterocychc group selected fi^om pyrrolidinyl, piperazinyl, piperidinyl, imidazolidinyl. 
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azetidinyl, morpholino and thiomoipholino, which cyclic group may bear one or more 
substituents selected firom Ci-3alkyl). 

More preferably and R^^ are each selected j&om pyrrolidinyl, piperazinyl, 
5 piperidinyl, azetidinyl, morpholino and thiomorpholino which group may bear 1 or 2 
substituents selected from oxo, hydroxy, halogeno, cyano, Ci.scyanoallcyl, Ci.aalkyl, Ci- 
shydroxyalkyl, Ci-salkoxy, Ci.2alkoxyCi-3alkyl, Ci-ialkylsulphonylCi-aalkyl, Ci- 
aalkoxycarbonyl and a group -(-0-)f(Ci.3alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring 
D is a heterocyclic group selected from pyrrolidinyl, methylpiperazinyl, piperidinyl, 
1 0 azetidinyl, morpholino and thiomorpholino). 

Particularly R^ and R^^ are each selected from pyrrolidinyl, piperazinyl, piperidinyl, 
azetidinyl, morpholino and fiiiomoipholino which group may bear 1 or 2 substituents selected 
from a group -(-0-)f(Ci-3alkyl)gringP (wherein f is 0 or 1, g is 0 or 1 and ring D is a 
heterocyclic group selected from pyrrolidinyl, methylpiperazinyl, piperidinyl, azetidinyl, 
1 5 morpholino and thiomorpholino). 

More particularly R^ and R^^ are each selected from pyrrolidinyl, piperazinyl, 
piperidinyl, azetidinyl, morpholino and thiomorpholino which group is unsubstituted. 

Conveniently R^ represents hydroxy, halogeno, cyano, nitro, trifluoromethyl, Ci-aalkyl, 
amino or R^X^- [wherein X* is as hereinbefore deiSned and R^ is selected from one of the 
20 following twenty-two groups: 

1) oxiranylCMalkyl or C^salkyl which maybe unsubstituted or which maybe substituted with 
one or more groups selected from fluoro, chloro and bromo, or C2.5aliyl which may be 
unsubstituted or substituted with one or more groups selected from hydroxy and amino; 

2) C2.3allQrlX^C(0)R" (wherein X^ is as hereinbefore dejBned and R" represents Ci^salkyl, - 
25 NR^^R^"^ or -OR^^ (wherein R", R'^ and R^^ which may be the same or different are each Cj. 

4alkyl or Ci-2alkoxyethyl)); 

3) C2^alkylX^^^ (wherein X^ is as hereinbefore defined and R^^ represents hydrogen, Ci- 
3alkyl, cyclopentyl, cyclohexyl or a 4-, 5- or 6-membered saturated heterocyclic group with 1- 
2 heteroatoms, selected independently from O, S and N, which Ci.salkyi group may bear 1 or 

30 2 substituents selected Scorn oxo, hydroxy, halogeno and Ci-sall^oxy and which cyclic group 
may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, CMcyanoalkyl, Ci. 
4alkyl, Ci^ydroxyalkyl, CMalkoxy, CMalkoxyCMalkyl, CMalkylsulphonylCMalkyl, d. 
4alkoxycarbonyl, CMalkylamino, di(CMalkyl)amino, CMalkylaminoCMalkyl, di(Ci- 
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4alkyl)aininoCMalkyl, CMalkylanmioCMalkoxy, di(Ci.4alkyl)ammoCMalkoxy and a group - 
(-0-)f(Ci^alkyl)gimgD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6-membered 
saturated heterocyclic group with 1-2 heteroatoms, selected independently from O, S and N, 
5 which cycUc group may bear one or more substituents selected from CMalkyl)); 

4) C2-3alkylX*C2.3alkylX^^^ (wherein X* and are as hereinbefore defined and 
represents hydrogen or Ci-salkyl); 

5) (wherm is as defined hereinbefore); 

6) Ci-salkylR^* (wherein R^^ is a 4-, 5- or 6-menibered saturated heterocyclic group with 1-2 
10 heteroatoms, selected independently firomO.S and N, which heterocycHc group is linked to 

Ci-salkyl through a carbon atom and which heterocyclic group may bear 1 or 2 substituaits 
selected from oxo, hydroxy, halogeno, cyano, CMcyanoalkyl, CMalkyl, Ci-4hydroxyalkyl, Ci. 
4alkoxy, Ci^alkanoyl, Ci^alkoxyCMalkyl, Ci^alkylsulphonyl, Ci.4alkylsulphonylCwallQrl, 
CMalkoxycarbonyl, CMalkylamino. di(CMalkyl)amino, CMalkylaminoCi-4alkyl, di(Ci. 

15 4alkyl)aminoCMalkyl, Ct^alkylaminoCi^alkoxy, di(Ci^alkyl)amm.oCMalkoxy and a group - 
(-0-)f(CMalkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6-membered 
saturated heterocyclic group with 1-2 heteroatoms, selected independently from 0, S and N, 
which cycUc group may bear one or more substituents selected from Ci.4allQ^l)) or Ca- 
sallqrlR" (whwein R" is a 4-, 5- or 6-membered saturated heterocyclic group with 1-2 

20 heteroatoms, of wbidi one is N and the other may be selected hidependently from O, S and N, 
which heterocyclic group is Imked to Ca-salkyl flirough a nitrogen atom and which 
heterocycUc group may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, 
CMcyanoalkyl, CMalkyl, Ci^ydroxyalkyl, CMalkoxy, CMalkanoyl, CMalkoxyCMalkyl, Ci. 
4aIkylsulphonyl, Ci^alkylsuIphonylCMalkyl, CMalkoxycarbonyl, CMalkylamino, di(Ci. 

25 4alkyl)amino, Ci^alkylaminoCMalkyl, di(CMalkyl)aminoCMalkyl, CMalkylaminoCMalkoxy, 
di(Ci-4aIkyl)aminoCMaIkoxy and a group -(-0-)f(CMalkyl)gringD (wherein f is 0 or 1, g is 0 
or 1 and ring D is a 4-, 5- or 6-membered saturated heterocyclic group with 1-2 heteroatoms, 
selected independently fix)m O, S and N, which cycUc group may bear one or more 
substituents selected from d^alkyl)); 

30 7) CMalkenylR^* (wherein R'* represents R^^ or R^ as defined hereinbefore); 

8) CMalkyn)^^' (wherein represents R^ or R" as defined hereinbefore); 

9) R^ (wherein R^' is as defined hereinbefore); 

10) Ci-saUQflR^' (wharein R^' is as defined hereiribefcae); 
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1 1) Ca-salkenylR^' (wherein is as defined herembefore); 

12) Ca-salkynjiR^' (wherein R^' is as defined hereinbefore); 

13) Ci-salkylX^^^ (wherein X* and R^** are as defined hereinbefiare); 

5 14) C4.5alkenylX V (wherein X'' and R^" are as defined hereinbefore); 

15) C4.5alkynyIX^" (wherein X* andR" are as defined hereinbefore); 

16) C2.3alkylX^Ci.3alkylR^'* (wherein and R^' are as defined hereinbefore); 

17) C2.3a]kylX''Ci.3alkyIR^ (wherein X' and R^^ are as defined hereinbefore); 

1 8) Cz-salkenji which may be unsubstituted or which may be substituted with one or more 
10 groups selected fix>m hydroxy, fluoro, amino, CMalkylamino, ii^-di(CMa]kjd)amino, 

aminosu^)honyl, IJ-CMalkylaminosulphonyl andiJ^J-di(Ci.4alkyl)aminosulphonyl; 

19) C^alkynj^ which may be unsubstituted or which may be substituted with one or more 
grot^s selected from hydroxy, fluoro, amino, Ci^alkylammo, liiT-cli(Ciuja]kyQamino, 
aminosulphonyl, N-CwallQ^laminosulphonyl andJOi-di(CMal]Qd)aminosulphonyl; 

15 20) Ca-salkaiylXfCi-salkylR^* (wherdn 'X? and R^' are as defined hereinbefore); 

21) C2.5alkynylX^Ci.3alkyIR^* (wherem X^ and R^^ are as defined hereinbefore); and 

22) Ci-3alkylR^(Ci.3alkyl)q(X^R" (wherein X', q, r, R^'* and R^' are as defined 
hereinbefore); 

and additionally wherein any Ci-salkyl, Cj-salkenyl or Cj-salkynyl group in R^X'- may bear 
20 one or more substituents selected ftom hydrojQ^, halogeno and amino]. 

Advantageously R^ represents hydroxy, halogeno, cyano, nitro, trifluoromethyl, Ci- 
aalkyl, amino or R^'- [wherein X^ is as herdnbefore defined and R^ is selected firom one of 
the followmg twenty-two groups: 

1) CMalkyl which may be unsubstituted or which may be substituted with one or more groiq)S 
25 selected &om fluoro, chloro and bromo, or Cz-salkyl which may be unsubstituted or 

substituted with one or more groups selected fi-om hydroxy and amino; 

2) C2.3alkylX^C(0)R" (wherein X^ is as hereinbefore defined andR" represents -NR'^'* or 
-OR*^ (wherein R*^, R^"^ and R'^ which may be the same or different are each Ci.4alkyl or Ct. 
2alkoxyethyl)); 

30 3) C2^aJk5dX^^* (wherdn X^ is as hereinbeffflre defined and R^^ is a group selected &om Ci- 
aalkyl, qrclopentyl, cyclohexyl, pyrrolidinyi, piperazinyl, piparidinyl, raddazolidinj^, 
azetidinyl and tetrahydropyxanjd, which CwaDcyl group may bear 1 or 2 substituents selected 
from 0X0, hydroxy, halogeno and Ci.2a]koxy and which cyclopentjd, cyclohexyl, pyrrolidinyi, 
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piperazinyl, piperidin^d, imidazolidinyU azetidinyl or tetrahydropyranyl group may bear 1 or 2 
substituents selected jfrom oxo, hydroxy, halogeno, cyano, Ci.acyanoalkyi, Ci-salkyl, Ci- 
shydroxyalkyl, Ci^alkoxy, Ci.aalkoxyCi-salkyl, Ci-2alkylsulphonylCi-3alkyl, Ci- 
5 3alkoxycarbonyl,'Ci-3alkylanmio, di(Ci.3aIkyl)ainino, Ci-salkylaminoCi-salkyl, di(Ci. 

3alkyl)aininoCi-3alkyl, Ci.salkylaminoCi.aalkoxy, di(Ci.3alkyl)aininoCi.3aIkoxy and a group - 
(■'0-)f(Ci-3alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a heterocyclic group 
selected from pyrrolidinyl, piperazinyl, pipaidinyl, imidazolidinyl, azetidinyl, morpholino and 
thiomoipholino, which cyclic group may bear one or more substituents selected from Cu 
10 salkyl)); 

4) C2-3alk5dX*C2-3alkylX^R^ (wherem X* and are as hereinbefore defined and R^^ 
represents hydrogen or Ci-3alkyl); 

5) R^^ (wherein R^^ is as dejSned hereinbefore); 

6) Ci-4alkylR^^ (wherein R^^ is a group selected from pyrrolidinyl, piperazinyl, piperidinyl, 
15 imidazolidin-l-yl, azetidinyl, l,3-dioxolan-2-yl, l,3-dioxan-2-yl, l,3-dithiolan-2-yl and 1,3- 

dithian-2-yl, which group is linked to CMalkyl flirough a carbon atom and which group may 
bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, Ci.3cyanoalkyl, Ci. 
3alkyl, Ci.3hydroxyaIkyl, Ci^alkoxy, Ci.2alkanoyl, Ci.2alk:oxyCi-3alkyl, Ci.aalkylsulphonyl, 
Ci-2alkylsulphonylCi-3allsyl, Cioalkoxycarbonyl, Ci-3alkylamino, di(Ci.3alkyl)amino, Ci- 

20 3alkylaminoCi-3a]kyl, di(Ci.3alkyl)aminoCi.3alkyl, Ci.salkylaminoCi.salkoxy, di(Ci- 

3aIkyl)aminoCi-3alkoxy and a group -(-0-)f(Ci-3alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 
and ring D is a heterocyclic group selected from pyrrolidinyl, piperazinyl, piperidinyl, 
imidazolidinyl, azetidinyl, morpholino and thiomorpholino, which cyclic group may bear one 
or more substituents selected from CusBlkyl)) or C2-4alkylR^ (wherein R^ is a group selected 

25 from morpholmo, thiomorpholino, azetidin-l-yl, pyirolidin-l-yl, piperazin-l-yl and piperidino 
which group may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, Ci- 
3cyanoalkyl, Ci^alkyl, Ci^hydroxyalkyl, Ci-salkoxy, Ci.2alkanoyl, Ci.2alkoxyCi.3alkyl, Ci. 
2alkylsulphonyl, Ci.2alkylsulphonylCi.3alkyl, Ci-salkoxycarbonyl, Ci.salkylamino, di(Ci. 
3alkyl)anaino, Ci.aalkylaniinoCi-salkyI, di(Ci.3alkyl)amdnoCi.3alkyl, CusalkylaminoCioalkoxy, 

30 di(CN3alkyl)aminoCi-3alkoxy and a group -(-0-)f(Ci.3a]kyl)gringD (wherein f is 0 or 1, g is 0 
or 1 and ring D is a heterocyclic group selected from pyrroUdinyl, piperazinyl, piperidinyl, 
imidazolidinyl, azetidinyl, morphohno and thiomorpholino, which cyclic group may bear one 
or more substituents selected from Ci-salkyl)); 
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7) C3-4alkenylR^^ (wherein R^^ represents R^^ or R^^ as defined hereinbefore); 

8) Cs^alkynylR^^ (wherein R^^ represents R^^ or R^^ as defined hereinbefore); 

9) R^^ (wherein R^^ is as defined hereinbefore); 

5 10) Ci^alkylR^^ (wherein R^' is as defined herembefore); 

1 1) l-R^^prop-l-en-3-yl or l-R^^ut-2-en-4-yl (wherein R^^ is as defined hereinbefore with 
the proviso that when R^ is 1-R^ VoP"l-en-3-yl, R^'^ is hnked to the alkenyl group via a 
carbon atom); 

12) 1-R^ l-R^^ut-2-yn-4-yl (wherein R^^ is as defined hereinbefore with 
10 the proviso that when R^ is 1-R^ Vop-l-yn-3-yl, R^^ is linked to the alkynyl group via a 

carbon atom); 

13) Ci-salkylX^^^ (wherein and R^^ are as defined hereinbefore); 

14) l-(R^^^)but-2-en-4-yl (wherein and R^^ are as defined hereinbefore); 

15) l-{R^^X^)but-2-yn-4-yl (wherein X* and R^^ are as defined hereinbefore); 
15 16) C2-3alkylX^Ci-3alk}dR^' (wherein X? and R^^ are as defined hereinbefore); 

17) C2-3aIkylX^Ci-3alkylR^ (wherem X^ and R^^ are as defined hereinbefore); 

1 8) C2-5alkenyl which may be unsubstituted or which may be substituted with one or more 
fluorine atoms or with one or two groups selected fiiom hydroxy, fluoro, amino, Ci- 
4alkylamino, N^"di(CMalkyl)amino, aminosulphonyl, N-Ci^alkylaminosulphonyl andJiN- 

20 di(CMalkyl)aminosulphonyl; 

19) Ca-salkynyl which may be unsubstituted or which may be substituted with one or more 
fluorine atoms or with one or two groups selected firom hydroxy, fluoro, amino, Ci. 
4alkylamino, N,N-di(Ci^alkyl)amino, aminosulphonyl, N-CMalkylaminosulphonyl andliii- 
di(CMalkyl)aminosulphon>i; 

25 20) C2^alkenylX^Ci.3alkylR^ (wherein X^ and R^* are as defined hereinbefore); 

21) C2^a]kynylX^Cu3alkylR^ (wherein X^ and R^ are as defined hereinbefore); and 

22) Ci.3alkylR^(Ci.3alkyl)q(X?)rR^^ (wherein X^, q, r, R^^ and R^^ are as defined 
hereinbefore); 

and additionally wherein any Ci-salkyl, C2.5alkenyl or C2.5alkynyl group in R^X^- may bear 
30 one or more substituents selected firom hydroxy, halogeno and amino]. 

Preferably R^ represents hydroxy, halogeno, nitro, trifluoromethyL, Ci-aalkyl, cyano, 
amino or R^X^- [wherein X^ is as hereinbefore defined and R^ is selected from one of the 
following twenty groups: 
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1) Cioalkyl which may be unsubstituted or which may be substituted wilii one or more groups 
selected jfrom fluoro, chloro and bromo, or C2-3alkyl which may be unsubstituted or 
substituted with one or more groups selected from hydroxy and amino; 

5 2) 2-(3,3-dimethylureido)ethyl, 3-(3,3-dimethylureido)propyl, 2-(3-methylureido)ethyl, 3-(3- 
methylureido)propyl, 2-ureidoetiiyl, 3-ureidopropyl, 2-(N,N-dimethylcarbamoyloxy)ethyl, 3- 
(N,Ji-dimethylcarbamoyloxy)propyl, 2-(N-methylcarbamoyloxy)ethyl, 3-(N- 
methylcarbamoyloxy)propyl, 2-(carbamoyloxy)efhyl, 3-(carbamoyloxy)propyl, or 2-(N- 
methyl-13-(butoxycarbon>i)amino)ethyl; 

10 3) Ci-aalkylX^R^^ (wherein is as hereinbefore defined and R^^ is a group selected firom Ci- 
aalkyl, cyclopentyl, cyclohexyl, pyrrolidinyl, piperidinjd, piperazinyl, azetidinyl, 
imidazolidinyl and tetrahydropyranyi which group is linked to through a carbon atom and 
which Ci-salkyl group may bear 1 or 2 substituents selected from hydroxy, halogeno and Ci- 
2alkoxy and which cyclopentyl, cyclohexyl, pyrrolidinyl, piperidinyl, piperazinyl, azetidinyl, 

15 imidazolidinyl or tetrahydropyranyi group may bear one substituent selected jBrom oxo, 
hydroxy, halogeno, cyano, Ci.2cyanoalkyl, Ci.ialkyl, CMhydroxyalkyl, Ci-2alkoxy, Ci- 
2alkoxyCi-3alkyl, Ci-2alkylsulphonylCi.3alkyl, Ci.2alkoxycarbonyl, Ci-aalkylamino, di(Ci. 
3alkyi)amino, CioalkylaminoCioalkyl, di(Ci-3al]qd)aminoCi.3a]kyU C^salkylaminoCioalkoxy, 
di(Ci.3alkyl)aminoCi.3alkoxy and a group -(-0-)f(Ci-3alkyl)^gD (wherein f is 0 or 1, g is 0 

20 or 1 and ring D is a heterocyclic group selected from pyrrolidinyl, meth>4piperazinyl, 
piperidinyl, azetidinyl, moipholino and thiomorpholino)); 

4) CMalkylX*C2.3aIkylX^^ (wherein X* and X^ are as hereinbefore defined and 
represents hydrogen or Ci-2alkyl); 

5) R^^ (wherein R^^ is as defined h^einbefore); 

25 6) Ci-aalkylR^^ (wherein R^^ is a group selected from pyrrolidinyl, piperaziuyl, piperidinyl, 
azetidinyl, imidazolidinyl, l,3-dioxolan-2-yl, l,3-dioxan-2-yl, l,3-dithiolan--2-yl and 1,3- 
dithian-2-yl, which group is linked to d-salkyl through a carbon atom and which group may 
bear 1 or 2 substituents selected fi^m oxo, hydroxy, halogeno, cyano, Ci.2cyanoalkyl, Ci- 
2alkyl, Ci-2hydroxya]kyl, Ci.ialkoxy, Ci.2alkanoyl, Ci.2alkoxyCi-3alkyl, Ci-2alkylsulphonyl, 

30 Ci.2alkylsulphonylCi-3alkyl, Ci.2alkoxycarbonyl, Ci-salkylamino, di(Ci.3alkyl)amino, Ci- 
aalkylaminoCi-salkyl, di(Ci.3alkyl)aininoCi.3alkyl, Ci.3alkylaminoCi.3alkoxy, di(Ci- 
3alkyl)aminoCi.3alkoxy and a group -(-0-)£(Ci-3alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 
and ring D is a heterocyclic group selected from pyrrolidinjd, methylpiperazinyl, piperidinyl, 
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azetidinyl, moipholino and thiomorpholino)) or Cz-jalkylR*" (wherein R*'' is a groiq) selected 
from moipholino, thiomorpholino, azetidin-l-yl, pyrroUdin-l-yl. piperazin-l-yl and piperidino 
which group may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, Ci. 

5 jcyanoalkyl. Ci-zalkyl, Ci-ahydioxyalkyi, Ci-zalkoxy, Czalkanoyl, CjalkoxyCsalkyl, Ci- 
aalkylsulphonyU CwalkylsulphonylCi-salkyl, Ci.2alkoxycarbonyl, Ci-salkylamino, di(Ci. 
3alkyl)amino, Ci-aalkylaminoCsalkyl, di(Ci.3alkyl)aminoCi.3alkyl. Ci-salkylaminoC-salkoxy, 
di(C,.3alkyl)anmioCi.3alkoxy and a gtoiq> -(-0-)f(Ci.3alkyl)gringD (wherem f is 0 orl , g is 0 
or 1 and ring D is a heterocycUc group selected from pyrroUdinyl, methylpiperazinyi, 

10 piperidinji, azetidinyl, moipholino and thiomorpholino)); 

7) R^' (wherein R^' is as defined hereinbefore); 

8) CMalkylR^** (wherein R^' is as defined hereinbefore); 

9) l-R^%ut-2-en-4-yl (wherein R^' is as defined hereinbefore); 

10) l-R^%ut-2-yn-4-yl (wherein R" is as defined hereinbefore); 

15 11) CsalkylX^^^ (wherein X* and R^' are as defined hereinbefore); 

12) l-(R^^X>ut-2-en-4-yl (wherein X' and R^" are as defined hereinbefore); 

13) l-(R^'X*)but-2-yn-4-yl (wherein X* and R^ are as defined hereinbefore); 

14) CzjalkyDC'Ci-salkylR^' (wherranX' andR^' are as defined hereinbefore); 

15) C2-3a]kylX'Ci.3alkylR^' (wherein X* and R^* are as defined hereinbefore); 

20 16) C2-5alkenyl which may be unsubstituted or which may be substituted with one or more 
fluorine atoms or with one or two groups selected fixjm hydroxy, fluoro, amino, Ci. 
4a]kylamino. N,N-di(CMalkyl)amino, aminosulphonjd. H-Ci^laminosulphonyl andM^- 
di(Ci-4alkyi)aininosulphonyl; 

1 7) C2.5alkynyl which may be unsubstituted or which may be substituted with one or more 
25 fluorine atoms or with one or two groups selected from hydroxy, fluoro, amino, Ci. 

4a]kylamino. N.H-di(Ci^alkyl)amino, aminosulphonyl, N-CMalkylaminosulphonyl andN,H- 
di(Ci^alkyi)aininos\ilphonyl; 

18) C2.3alkenylX''Ci.3alkylR^'' (wherein X** and R^^ are as defined hereinbefore); 

19) C2.3alkyn5dX'Ci.3aIkylR" (wherein X* andR^" are as defined hereinbefore); and 
30 20) Ci.3a]kylR^(Ci-3alkyi)q(X^R'' (wherein 3^, q, r, R^' and R« are as defined 

hereinbefore); 

and additionally wherem any Ci-salkyi. Cz-salkenjd or C^salkynyl gK>'^ ^ R^^'" may bear 
one or more substituents selected from hydroxy, halogeno and amino]. 
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More preferably represents hydroxy, trifluoromethyl, Ci-salkyl, amino or R^X^- [wherein 
is as hereinbefore defined and R^ represents methjd, efliyl, benzyl, trifluoromethyl, 2,2,2- 
* trifluoroethyl, 2-hydroxyet3iyl, 3-hydroxypropyl, 2-methoxyethyl, 3-methoxypropyl, 2- 
5 (methylsulphinyl)ethyl, 2-(methylsulphonyl)ethyl, 2-(ethylsulphinyl)ethyl, 2- 

(ethylsvilphonyl)ethyl, 2-(N,N-diinethylsulphamoyl)ethyl, 2-(N-methylsulphanioyl)etliyl, 2- 
sulphamoylethyl, 2-(niethylamino)ethyl, 3-(methylainino)propyl, 2-(ethylamino)ethyl, 3- 
(ethylamino)propyl, 2-(N,N-dimethylamino)ethyl, 3-(>LN-dimethylainino)propyl, 2"-(N,N- 
diethylaniino)ethyl, 3-(N,N-diethylaniino)propyl, 2-(N-methyl-N- 

10 mefhylsiilphonylamino)ethyl, 3-^-niethyl-N-niethylsiilphonylamino)propyl, 2- 
morpholinoethyl, 3-morpholinopropyl, 2-piperidinoethyl, 3-piperidinopropyl, 2- 
(mettiylpiperidino)ethyl, 3-(niethylpiperidino)propyl, 2-(ethylpiperidino)efhyl, 3- 
(ethylpiperidino)prop5d, 2-((2-methoxyethyl)piperidino)ethyl, 3-((2- 
methoxyethyl)piperidino)propyl, 2-'((2-niethyisulphonyl)ethylpipOTdino)ethyl, 3-((2- 

15 methylsulphonyl)ethylpiperidino)propyl, piperidin-S-jdmethyl, piperidin-4-yhnefliyl, 2- 
(piperidin-3-yl)ethyl, 2-(piperidin-4-yl)ethyl, 3-(piperidin-3-yl)propyl, 3-(piperidin-4- 
yl)propyl, 2-(pipCTidin-2-yl)ethyl, 3"(piperidm-2-yl)propyl, (l"methylpiperidin-3-yl)methyl, 
(l-methylpiperidin-4-yl)methyl, 2-(4-hydroxypiperidino)ethyl, 3-(4-hydroxypiperidino)propyl, 
(l-cyanomethylpiperidin-3-yl)methyl, (l-cyanomethylpiperidin-4-yl)methyl, 2- 

20 (methylpiperidiii-3-yl)ethyl, 2-(methylpiperidin-4-yl)ethyl, 2-(l-cyanomethylpiperidin-3- 
yl)ethyl, 2-(l-cyanomethylpiperidin-4-yl)ethyl, 3-(methylpiperidin-3-yl)propyl, 3- 
(methylpiperidin-4-yl)propyl, 3-(l-cyanoniethylpiperidin-3-yl)propyl, 3-(l- 
cyanomethylpiperidin-4-yl)propyl, 2-(ethylpiperidin-3-5l)ethyl, 2-(ethylpiperidin-4-yl)ethyl, 3- 
(ethylpiperidin-3-yl)propyl, 3-(ethylpiperidin-4-yl)propyl, ((2-methoxyethyl)piperidin-3- 

25 yl)methyl, ((2-methoxyethyl)piperidin-4-yl)methyl, 2-((2-me(hoxyethyl)piperidin-3-yl)ethyl, 
2-((2-methoxyethyl)piperidin-4-yl)ethyl, 3-((2-methoxyethyl)piperidin-3-yl)propyI, 3-((2- 
methoxyethyl)piperidin-4-'yl)propyl, (l'(2-methylsulphonylethyl)piperidin-3-yi)methyl, (l-(2- 
inethylsulphonylethyl)piperidin-4-yI)methyl, 2-((2-methylsulphonyletfayl)piperidin-3-yl)ethyl, 
2-((2-methylsulphonylethyI)piperidin-4-yl)ethyl, 3-((2-inethylsulphonylethyl)piperidin-'3- 

30 yl)propyl, 3-((2-methylsiilphonylethyl)piperidin-4-yl)propyl, l-isopropylpiperidin-2-yhnethyl, 
l-isopropylpiperidin-3-ylmethyl, l-isopropylpiperidin-4-yhnethyl, 2-(l-isopropylpiperidin-2- 
yl)ethyl, 2-(l-isopropylpiperidin-3-yl)ethyl, 2-(l-isopropylpiperidin-4-yl)ethyl, 3-(l- 
isopiopylpiperidin-2-yl)propyl, 3-(l-isoprop3dpiperid3n-3-yl)pxopyl, 3-(l-isopropylpiperidin- 
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4-yl)pTopyl, 2-(piperidm-4-yloxy)ethyl, 3-(piperidin-4-yioxy)prop)d, 2-(l- 
(cyanomethyl)piperidm-4-yloxy)e1iiyl. 3-(l-(cyanomethyl)piperidm-4-3doxy)prop3d, 2-(l-(2- 
cyanoetliyl)piperidin-4-yloxy)ethyl, 3-(l-(2-cyanoethyl)piperidm-4-yloxy)propyl, 2- 
5 (piperazm-l-yl)ethyl, 3-(piperazm-l-yl)propyl, (pyrroUdin-2-yl)me1hyl, 2-(pyiroUdin-l- 
yl)ethyl, 3-(pyiioUdui-l-yl)propyl, (2-oxo-tetra]iydro-2/f-pyiroUdin-5-yl)methyl, 5(i?)-(2-oxo- 
tetrahydro-2fl'-pym)Udin-5-yl)inethyl, (55)-(2-oxo-tetrahydro-2fl'-pyiTolidm-5-yl)methyl, (1,3- 
dioxolan-2-yl)meflayl, 2-(13-dioxolan-2-yl)ethyl, 2-(2-methoxyethylanmio)ethyl, 2-(N-(2- 
methoxyethyl)-N-mefliylainiiio)ethyl, 2-(2-hydroxyetiiylaimno)elJiyl, 3-(2- 
10 methoxyeaiylamino)piopyi, 3-(N-(2-metiioxyBthyl)-li-me%lamino)propyl,3-(2- 

hydroxyethylamino)propyl, 2-meth3dthiazol-4-ylmethyl, 2-acetamidothiazol-4-ylmethyi, 1- 
meliiyliimdazol-2-ylmethyl, 2-(inudazol-l-yl)ethyl, 2-(2-methylimida2oH-yl)efliyl, 2-(2- 
el3iyliimdazol-l-yl)efliyl, 3-(2-me1iiylimidazoM-yl)propyl, 3-(2-e&yiiimdazol-l-yl)piopyl, 2- 
(l,2,3-triazol-l-yI)ethyl, 2-(l,2,3-triazol-2-yi)etliyl, 2-(l A4-triazol-l-yl)ethyl, 2-(l,2,4- 
15 triazol-4-yl)ethyl. 4-pyridylmethyl, 2-(4-pyridyl)ethyl, 3-(4-pyridyl)propyl, 3-pyridylmethyl. 2- 
(3-pyridyl)ethyl, 3-(3-pyridyi)propyl. 2-(4-pyridyloxy)ethyl, 2-(4-pyridylaimno)ethyl, 2-(4- 
oxo-l,4-dihydro-l-pyridyi)ethyl, 2-(2-oxo-imidazoUdin-l-yl)ethyl, 3-(2-oxo-imidazoUdin-l- 
yl)propyl, 2-tidomoipholmoefli3^ 3-thiomoipholinopropyl, 2-(l,l-dioxothiomoipliolino)etiiyl, 
3-(l,l-dioxothianioipholiiio)propyl, 2-(2-meflioxyelJioxy)efliyl, 2-(4-methylpiperazm-l- 
20 yl)ethyl, 3-(4-methylpiperazin-l-yl)propyl, 2-(4-cyanomethylpipe!razm-l-yl)ethyl, 3-(4- 
cyanomethylpiperazm-l-yl)propyl, 2-(4-acet3«piperazin-l-yl)ethyl, 3-(4-acety]piperazm-l- 
yl)propyl, 2-(4.methylsulphonylpiperazm-l-yl)ethyl, 3-(4-methylsu]pliony]piperazm-l- 
yl)propyl, 3-(methylsulphmyl)propyl, 3-(methylsulphonyl)propyl. 3-(ethylsuiphmyl)piopyl, 3- 
(ethylsulphonyl)propyl, 2-(5-methyl-l,2.4-triazol-l-yl)ethyl, morpholino, 2-((N-(l- 
25 methyliimdazol-4-ylsuIphoiiyl)-N-methyl)aniino)ethyl,2<(N-^ 
H-methyl)ammo)ediyl, 2-((H-methyl-N-4-pyridyl)ainino)ethyl, ^ 
2<2-(4-methylpiperazin-l-yl)efhoxy)ethyl,3-(2-(4-methylpipera2m4-^^^ 
inoipliolinoelhDxy)ethyl, 3-(2-moipliolmoethoxy)propyl, 2-(tetraliydropyran-4-yloxy)ethyl. 3- 
(tetrahydropyran-4-yloxy)propyi, 2-((2-(pynoUdm-l-yl)ethyl)caibamo54)viiiyl. 3-((2- 
30 (pyrTolidm-l-yl)ethyl)caibamoyl)prop-2-ea-l-yl, l-(2-pynoUdinylethyl)piperidin-4-3dmethyl, 
l-(3-pyiroUdmylpropyl)pipetidin-4-ylmettiyl, l.(2-piperidinyiethyl)piperidm-4-5dmethyl, l-(3- 
piperidinylpropyl)piperidm-4-ylme1iiyl, l-(2.morpliolino^yl)piperidm-4-ylmethyl, l-(3- 
morpholinopropyl)piperidm-4-ylmethyl. l.(2-thiomoipliolmoethyl)pipHidin-4-ylinefliyl, l-(3- 



wo 02/16348 PCT/GBOl/03585 

.27- 

t33iomoipholmopiopyl)piperidin-4-ylmeti^^ l-(2-azetidinylethyl)piperidin-4-ylmeth^ l-(3- 
azetidinylpropyl)piperidin-4-ylmethyl, 2-(l<2-pyrroUdinylethyl)piperidin-4-yl)ethyl, 2-(l-(3- 
pyrroUdmylpropyl)piperidin-4-yl)ethyl, 2-(l-(2-piperidinylethyl)piperidin--4-yl)ethyl, 2-(l-(3- 
5 piperidinylpropyl)pipericiin-4-yl)ethyl, 2-(l-(2-moipholinoethyl)piperidin-4-yl)ethyl, 2-(l-{3- 
morpholiiiopropyl)piperidin-4-yl)ethyl, 2-(l-(2-tiuomorpholinoetiiyl)piperidin-4-yl)ethyl, 2- 
(1 -(3-thiomorpholinopropyl)piperidin-4-yl)ethyl, 2-(l-(2-azetidmylethyl)piperidm-4-yl)ethyl, 
2-(l-(3-azetidinylpropyl)piperidin-4-yl)ethyl, 3-morpholmo-2-hydroxypropyl, (2/i!)-3- 
morpholmo-2-hydroxypropyl, (2iS)-3-morpholino-2-hydroxypropyl, 3-piperidino-2- 

10 hydroxypropyl, (2/?)-3-piperidmo-2-hydroxyprqpyl, (2jS)-3-piperidiiio-2-hydroxypropyl, 3- 
pyrrolidin-l-yl-2-hydroxypropyl, (2/Z)-3-pyiTOHdin-l-yl-2-hydroxypropyl, (25)-3-pym)lidin-l- 
3d-2-hydroxypropyl, 3-(l-niethylpiperazin-4-yl)-2-hydroxypropyl, (2/?)-3-(l-meliiylpiperazin- 
4-yl)-2-hydroxypropyl, (2iS)-3-(l-mefhy^piperazin-4-yl)-2-hydroxypropyl, 3-(NM- 
diethylammo)-2-hydroxypropyl, (2i?)-3-(N,N-diethylainino)-2-hydroxypropyl, (2iS)-3-(N,N- 

15 diethylaimno)-2-hydroxypropyl, 3-(isopropylainino)-2-hydroxypropyl, (2R)-3- 

(isopropylaniino)-2-hydroxypropyl, (2iS)-3-(isopropylainino)-2-hydroxypropyl, 3-QiN- 
diisopropylamino)-2-hydroxypropyl, (2i?)-3-QiN-diisopropylainino)-2-hyciroxypropyl or 
(2iS)-3-(N,N-dusopropylaniino)-2-hydroxypropyl]. 

Particularly represents trifluoromethyl, Ci-sallq^l, amino or R^X'- [wherein X* IS 

20 as hereinbefore dejBned and represents ethyl, benzyl, trifluoromethyl, 2,2,2-tiifluoroethyl, 
2-hydroxyethyl, 3-hydroxypropyl, 2-methoxyethyl, 3-methoxypropyl, 2- 
(methylsulphinyl)ethyl, 2-(methylsulphonyl)ethyl, 2-(ethylsulphinyl)ethyl, 2- 
(ethylsulphonyl)ethyl, 2-(N,N-dimethylsulphamoyl)ethyl, 2-(N-methylsulphamoyl)ethyl, 2- 
sulphamo^dethyl, 2-(methylamino)ethyl, 3-(methylamino)propyl, 2-(ethylamino)ethyl, 3- 

25 (ethylainino)propyl, 2-(N,N-dimethylamino)ethyl, 3-(N,N-dimethylamino)propyl, 2-(N,N- 
diethylamino)ethyl, 3-(N,N-diethylainino)propyl, 2-(N-methyl-N- 
methylsulphonylaniino)ethyl, 3-(N-methyl-N-methylsulphonylamino)propyl, 2- 
morpholinoethyl, 3-moipholinopropyl, 2-piperidinoethyl, 3-piperidinopropyl, 2- 
(methylpiperidino)ethyl, 3-(methylpiperidino)propyl, 2-(ethylpiperidino)ethyl, 3- 

30 (eth34piperidino)propyl, 2-((2-methoxyethyl)piperidino)ethyl, 3-((2- 

methoxyethyl)piperidino)propyl, 2-((2-methylsulphonyl)ethylpiperidino)ethyl, 3-((2- 
methylsulphonyl)ethylpiperidino)propyl, piperidin-3-yimethyl, piperidin-4-yhnefliyl, 2- 
(piperidin-3-yl)ethyl, 2-(piperidin-4-yl)ethji, 3-(ipiperidin-3-yl)propyl, 3-(piperidin-4- 
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yl)propyl, 2-(piperidin-2-yl)ethyl, 3-(piperi(im-2-yl)propyl, (l-methylpiperidin-37yl)mefliyl, 
(l-methylpiperidiii-4-yl)metiiyl, 2-(4-hydroxypiperi(iiiio)ettiyl, 3-(4-hydroxypiperidino)propyl, 
(l-cyanomefhylpipOTdin-3-yl)methyl, (l-cyanomethyIpiperidin-4-yl)methyl, 2- 
5 (methylpiperidin-3-yl)ethyl, 2-(mefhylpiperidin-4-yl)ethyl, 2-(l-cyanomethylpiperidin-3- 
yl)efhyl, 2-(l-cyanometiiylpiperidin-4-yl)ethyl, 3-(methylpiperidin-3-yl)propyl, 3- 
(methylpiperidiii-4-yl)propyl, 3-(l-cyanomethylpiperidin-3-yl)propyl, 3-(l- 
cyanomethylpiperidm-4-yl)propyl, 2-(ethylpiperidm-3-yl)ethyl, 2-(ethylpiperidin-4-yl)ethyl, 3- 
(ethylpiperidin-3-yl)propyl, 3-'(ethylpiperidin-4-yl)propyl, ((2-methoxyetiiyl)piperidin-3- 
10 yl)methyl, ((2-methoxyethyl)piperidm-4-yl)inethyl, 2-((2-methoxyethyl)piperidin-3-yl)ethyl, 
2-((2-methoxyethyl)piperidin-4-yl)efhyl, 3-((2-methoxyethyl)piperidm-3-yl)propyl, 3-((2-' 
methoxyetfayl)piperidin-4-yl)propyl, (l-(2-methylsulphonylethyl)piperidin-3--yl)methyl, (l-(2- 
me&ylsidphonylethyl)piperidin-4-)4)methyl,2-((2-meth^ 

2-((2-methylsulphonylethyl)piperidin-4-yl)e^ 3-((2-niefhylsulphon5defliyl)piperidin-3- 

15 yl)propyl, 3-((2-methylsulphonylethyl)piperidin-4-yl)prapyl, l-isopropylpipeiidm-2-yimethyl, 
l-isopropylpiperidin-3-ylmethyl, l-isopropylpiperidin-4-ylmethyl, 2-(l-isopropylpiperidiii-2- 
yl)ethyl, 2-(l-isopiopylpiperidm-3-yl)ethyl, 2-(l-isopropylpiperidiii-4-yl)ethyl, 3-(l- 
isopropylpiperidin-2-yl)propyl, 3-(l-isopropyIpiperidin-3-yl)propyl, 3-(l-isopropylpiperidin- 
4-yl)propyl, 2-(piperidiii-4-yIoxy)ethyl, 3-(piperidm~4-yloxy)propyl, 2-(l- 

20 (cyanomethyl)piperidin-4-yloxy)etliyl, 3-(l-(cyanomethyl)piperidiii-4-yloxy)propyi, 2-(l-(2- 
cyanoethyl)pipeaidin-4-yloxy)ethyl, 3--(l-(2H:yanoethyl)piperi(iin-4-yloxy)propyl, 2- 
(piperazin-l-yl)ethyl, 3-(piperazm-l-yl)propyl, (pyrro]idin-2-yl)methyl, 2-(pyrroli(liii-l- 
yl)ethyl, 3-(pyrrolidin-l-yl)propyl, (2K)Xo-te1rahydro-2fl^pyiroUdin-5-yl)methyl, 5(i?)-(2-oxo- 
tetrahydro-2ff-pyrrolidin-5-yl)methyi, (55)-(2-oxo-tetrahydro-2Z^pycroUdin-5-yl)melJ^^ (1,3- 

25 dioxolan-2-yl)iiiefliyl, 2-(l,3-dioxolan-2-yl)ethyl, 2-(2-methoxyethyla3aadiio)ethyl, 2-(N-(2- 
methoxyethyl)-H-methylamino)efhyl, 2-(2-hydroxyethylamino)ethyl, 3-(2- 
methoxyethylamino)propyl, 3-QJ-(2-methoxyethyl)-N-methylamino)propyl^ 3-(2- 
hydroxyethylamino)propyl, 2-methylthia2ol-4-yhnethyl, 2-acetamidothiazol-4-y]inelJiyl, 1- 
methylimidazol-2-ylinetliyl, 2-(iinidazoH-yl)ethyU 2-(2-methylimidazol-l-yl)ethyl, 2-(2- 

30 ethyliraidazoH-yl)ethyl, 3-(2-methylimidazol-l-yl)propyl, 3-(2-ethylimidazol-l-yl)propyl, 2- 
(l,2,3-tria2oH-yl)ethyl, 2-(l,2,3-triazol-2-yl)ethyl, 2-(l,2,4-triazol-l-yl)etiiyl, 2-(l,2,4- 
triazol-4-yl)etiiyl, 4-pyridylinethyl, 2-(4-pyridyl)ethyU 3-(4-pyridyl)propyI, 3-pyridylmethyl, 2- 
(3-pyridyl)ethyl, 3-(3-pyridyl)propyl, 2-(4-pyridyloxy)ethyl, 2-(4-pyridylainmo)ethyi, 2-(4- 



< • 
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0X0-1, 4-dihydro-l-pyridyl)ethyl, 2<2-oxo-imidazolidm-l-yl)efliyl, 3-(2-oxo-iimdazolidin-l- 
yl)propyl, 2-thiomoipholinoettiyl, S-thiomorpholinopropyl, 2-(l,l-dioxothiomorpholmo)e1hyl, 
3-(l,l-dioxothiomorpholmo)propyl,2-(2-metlioxyethoxy)ethyl, 2-(4-methylpipera2in-l- 

5 yl)ethyl, 3-(4-methylpiperazin-l-yl)propyI, 2-(4-cyanomethylpiperazin-l-yl)ethyl, 3-(4- 
cj^ome%lpipera23n-l-yi)propj1,2<4-acetylpiperazin-l-yl)ethyl,3-(4-acetyl^^^ 
yl)piopyl, 2-(4-mefli54sulphonylpipetazm-l-yl)ethyl, 3-(4-methylsulphonylpiperazin-l- 
>i)propyl, 3-(melJiylsu]phmyl)propyi, 3-(melhylsulp]ion)d[)propyl, 3-(ethylsulphinyl)propyl, 3- 
(eth)lsulphonyl)piopyl, 2-(5-methyl-l,2,4-triazol-l-yl)ethyl, moipholino, 2-((N-(l- 

10 methylimidazol-4-ylsulphonyl)-N-meth)d)amino)ethyl, 2-((N-(3-morpholinopropylsuIphonyl)- 
N-methyl)amino)ethyl, 2-((N-mefliyl-N-4-pyridjd)ainino)ethyl, 3-(4-oxidomorpholino)prop3d, 
2-(2-(4-methylpipera2dn-l-yl)ethoxy)ethyi,3K2<4-methylpipCTa2in-l-yl)eth^ 
morp]iolmoethoxy)efliyl, 3-(2-morpholinoethoxy)propyl, 2-(tetrahydropyraii-4-3doxy)ethyl, 3- 
(tetraliydropyraii-4-yloxy)propyl, 2-((2-(pycrolidiii-l-yl)ethyl)carbamoyl)vmyl, 3-((2- 

15 (pym3lidin-l-yl)ethyl)carbamoyl)prop-2-en-l-yl, l-(2-pynx)lidin3dethyl)piperidin-4-ylmetiiyl, 
l-(3-pyrrolidmylpropyl)piperidm-4-ylniethyl, l-(2-piperidinylethyl)piperidin-4-ylmetiiyl, l-(3- 
pipaidiiiylpropyl)piperidin-4-ylmethyl, l-(2-morpholmoethyi)piperidm-4-ylmeth.yl, l-(3- 
moipliolmopropyl)piperidm-4-y]mefli5d, l-(2-thiomorpholmoefliyl)piperidm-4TyImettiyl, l-(3- 
thiomoipholmcpropyl)piperidin-4-ylmetiiyl, l-(2-azetidinylefliyi)pipraidiii-4-ylniettiyl, l-(3- 

20 azetidiny]piopyl)piperidin-4-ylmefli3d, 2-(l-(2-pynolidinyleth3d)piperidm-4-)d)ethyl, 2-(l-(3- 
pynolidinylpTopyl)piperidin-4-yi)ethyl, 2-(l-(2-piperidmylelJiyl)piperidin-4-yl)ethyl, 2-(l-(3- 
piperidinylpropyl)piperidm-4-yl)e%l,2-(l<2-moipholinoethyl)piperidin-^^ 
morpholinopropyl)piperidm-4-yl)e11iyl,2-(l-(2-tMomorpholinoethyl)piperi^^ 
(1 -(3-thiomorpholinoprop>d)piperidin-4-yl)ethyl, 2-(l -(2-azetidinylethyl)piperidin-4-yl)ethyl, 

25 2-(l-(3-a2etidinylpropyl)piperidm-4-yl)ethyl, 3-morpholino-2-hydroxypropyI, (2R)-3- 
moipholino-2-hydroxypropyl, (25)-3-morpho]ino-2-hydroxypropyl, 3-pipaidino-2- 
bydroxypiopyl, (2/i)-3-piperidino-2-hydioxypn)pyl, (25)-3-piperidino-2-hydroxypropyl, 3- 
pynolidin-l-yl-2-hydroxypropyl, (2/i)-3-pyrrolidm-l-yl-2-hydroxypiop)d, (25)-3-pynx)Iidiii-l- 
yl-2-hydroxypiopyl, 3-(l-melii34piperazin-4-yl>2-hydioxypiopyl, (2R)-3-(l-methylpiperazin- 

30 4-^-2-hydroxypiopyl, (25)-3-(l-meth)dpiperazin-4-yi)-2-hydroxypropyl, 3-(N,N- 

diefliylamino)-2-hydroxypropyi, (2i?)-3-(N,N-diethylaiiiino)-2-hydroxypropyl, (25)-3-QiN- 
diethylamino)-2-hydroxypropyl, 3-(isopropylaiDino)-2-hydroxypropyl, (2J?)-3- 
(isopropylamino)-2-hydroxypropyl, (25)-3-(isopropylamino)-2-hydroxypropyl, 3-(N,li- 
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dusopropylammo)-2-hydroxypiop5d, (2JJ)-3-(H»M-diisopropylamino)-2-hydroxypro^ or 
(2S)-3-^N-dusopropylamino)-2-hydroxypro^ 

More particularly represents trifluoromethyl, Ci-aalkyl, amino or R^X^- [wherein 
5 X4s as hereinbefore defined and R^ represents ethyl, trifluoromethyl, 2,2,2-trifluoroethyl, 2- 
hydroxyethyl, 3-hydroxypropyl, 2-methoxyethyl, 3-methoxypropyl, 2"(methylsulphinyl)ethyl, 
2-(methylsulphonyl)ethyl, 2-(ethylsulphinyl)ethyl, 2-(ethylsulphonyl)ethyl, 2-(N,N- 
dimethylsulphamoyl)ethyl, 2-(N-methylsulphamoyl)ethyl, 2-sulphamoylethyl, 2- 
(methylamino)ethyl, 3-(methylamino)propyl, 2-(ethylamino)ethyl, 3-(ethylamino)propyl, 2- 

10 (N,N-dimethylamino)ethyl, 3-(N.N-dimethylamino)propvl, 2-(N,N-dietliylamino)ethyl, 3- 
^N-diethylamino)pix)pyl, 2-(N-methyl-N-methylsulphonylaniino)ethyl, 3-(N-methyl-H- 
methylsulphonylamino)propyl, 2-morpholinoethyl, 3-morpholinopropyl, 2-piperidinoethyl, 3- 
piperidinopropyU 2-(methyipiperidino)ethyl, 3-(methylpiperidino)prop>i, 2- 
(ethylpiperidino)ethyl, 3-(ethylpiperidino)propyl, 2-((2-methoxyethyl)piperidino)ethyl, 3-((2- 

15 methoxye1hyl)piperidino)propyl, 2-((2-methylsulphonyl)ethylpiperidino)ethyl, 3-((2- 
methylsulphonyl)ethylpiperidino)propyl, piperidin-3-ylmethyI, piperidin-4-ytaiethyl, 2- 
(piperidin-3-yl)ethyl, 2-(piperidin-4-yl)ethyl, 3-(piperidin-3-yl)propyl, 3-(piperidin-4- 
yl)propyl, 2-(piperidin-2-yl)ethyl, 3-^iperidin-2-yl)propyl, (l-methylpiperidin-3-yl)methyl, 
(l-me1hylpiperidin-4-yl)methyl, 2-(4-hydroxypiperidino)ethyl, 3-(4-hydroxypiperidino)propyl, 

20 (l-<yyanomethylpiperidin-3-yl)methyl, (l-cyanomethylpiperidin-4-yl)methyl, 2- 

(methylpiperidin-3-yl)efhyl, 2-(methylpiperidin-4-yl)ethyl, 2-(l-cyanomethylpiperidin-3- 
yi)efhyl, 2-(l-cyanomethylpiperidin-4-yl)ethyi, 3-(methylpiperidin-3-yl)propyl, 3- 
(methylpipCTidin-4-yl)propyl, 3-(l-cyanomethylpiperidin-3-yl)propyl, 3-(l- 
cyanomethylpiperidin-4-yl)pn)pyl, 2-(ethylpiperidin-3-yl)ethyl, 2-(efhylpiperidin-4-yl)ethyl, 3- 

25 (ethylpiperidin-3-yl)propyl, 3-(ethylpiperidin-4-yl)propyl, ((2"mefhoxyethyl)piperidin-3- 
yl)metiiyl, ((2-methoxyethyl)piperidin-4-yl)mefhyl, 2-((2-methoxyethyl)piperidin-3-yl)ethyl, 
2-((2-methoxyethyl)piperidin-4-yl)ethyl, 3-((2-methoxyethyl)piperidin-3-yl)propyl, 3-((2- 
methoxyethyl)piperidiQ-4-yl)propyl, (l"(2-methylsulphonylethyl)piperidin-3-yl)methyl, (l-(2- 
inethylsulphonylethyl)piperidin-4-yl)methyl,2<(2-methylsulph 

30 2-((2-metitLylsulphonylethyl)piperidin'4->i)ethyl, 3-((2-methyIsulphonylethyl)piperidin-3- 
yl)propyl, 3-((2-methylsulphonylethyl)piperidin-4-yl)propyl, l-isopropylpiperidin-2-ylmetiiyl, 
l-isopropylpiperidin-3-ylmethyl, l-isopropylpiperidin-4-yhnethyl, 2-(l-isopropylpiperidin-2- 
yl)ethyl, 2-(l-isopropylpiperidin-3-yl)etfayl, 2-(l-isopropyipipeadin-4-3d)ethyl, 3-(l- 
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isopropylpiperidm-2-yl)propyl,3-(l-isopropylpiperidin-3-yl)propyU3-<l-isopiopyl^^^ 
4-yl)propyl, 2-(pipCTidm-4-yloxy)efliyl, 3-(piperidin-4-yloxy)propyl, 2-(l- 
(cyanometbyl)piperidin-4-yloxy)elliyl, 3-(l -(cyanomethyl)piperidm-4-yloxy)propyi, 2-(l-(2- 

5 cyanoetiiyl)piperidin-4-yloxy)ethyl, 3-(l-(2-cyanoethyl)piperidin-4-yloxy)propyl, 2- 
(piperazm-l-yl)ethyl, 3-(piperazm-l-yi)piopyl, (pyiTolidin-2-yl)methyl, 2-(pyrrolidin-l- 
yQethyl, 3-(pynolidin-l-yl)piopyl, (2-oxo-tetrahydro-2^r-pym)lidm-5-yl)methyl, 5(i?)-(2-oxo- 
tetrahydio-2ff-pyrrolidm-5-yl)meQiyi, (55)-(2-oxo-tetrahydro-2ff-pyirolidin-5-yl)methyl, (U- 
dioxolan-2-yl)methyl, 2-(l,3-dioxolan-2-yl)efliyl, 2-(2-meflioxyethylainino)ethyl, 2-G2-(2- 

10 methoxyethyl)-li-niethylaauno)ethyl, 2-(2-hydroxyethylamiiio)efliyI, 3-(2- 

mettioxyethylainino)propyl, 3-(H<2-methoxyethyl>H-methylammo)propyl, 3-(2- 
hydioxyethylamiBo)propyl, 2-(l,2,3-triazoH-yl)etiiyl, 2-(U,3-tria2ol-2-yl)e11iyl, 2-(U,4- 
triazol-l-yl)ethyl, 2-(l,2,4-triazol-4-yl)et]iyl, 4-pyrid.ylmethyl, 2-(4-pyridyl)ethyl, 3-(4- 
pyridyl)propyl, 3-pyridylmethyl, 2-(3-pyridyl)ethyl, 3-(3-pyridyl)propyl, 2-(4- 

1 5 pyridyloxy)efliyl, 2-(4-pyridylamino)ethyl, 2-(4-oxo-l,4-dihydro- l-pyridyl)ethyl, 2-(2-oxo- 
imidazoUdiii-l-yl)ethyl, 3-(2-oxo-imidazolidin-l-yl)propyl, 2-thiomoipholinoethyl, 3- 
thiomoi5)holmopiop5^2-(l,l-dioxothionioipliolino)ethyl, 3-(l,l-dioxothiomorpholino)propyl, 
2-(2-methoxye1hoxy)ethyl,2-(4-methylpiperazm-l-yl)e%l,3-(4-methylpipe^^ 
2-(4-cyanomethylpiperazm-l-yl)ethyl, 3-(4-cyanomettiylpiperazan-l-yl)propyl, 2-(4- 

20 acetylpiperazin-l-yl)efliyl, 3-(4-acetylpipera2ia-l-)d)prop3d, 2-(4-meth54sulphonylpip»azm-l- 
yl)ethyl, 3-(4-methylsu^honylpiperazin-l-yl)propyl, 3-(meth.ylsulphmyl)propyi, 3- 
(methylsulphonyl)propyl, 3-{ethylsulphmyl)propyl, 3-(eth)4sulphon54)propyl, 2-(5-meaiyl- 
l,2,4-triazol-l-yl)efliyl, moipholino, 2-(CE5-(3-inorpholmopropylsulphonyl)-N- 
methyI)ainmo)e1iiyl, 2K(N-methyl-N-4-pyridyl)amino)etiiyl, 3-(4-oxidomorpholino)propyl, 2- 

25 (2-(4-inethylpiperazm-l-yl)ethoxy)ethyl, 3-(2-(4-methylpipeTazm-l-yl)ethoxy)propyl, 2-(2- 
moipholinoethoxy)ethyl, 3-(2-morpholiiioethoxy)propyl, 2-(tetrahydropyraa-4-yloxy)ethyl, 3- 
(tetrahydropyran-4-yloxy)propyl, 2-((2-(pyirolidin-l-yl)ethyl)carbamoyl)vmyl, 3-((2- 
(pyiroKdin-l-yl)ethyl)carbamoyl)prop-2-en-l-yl,H2-pyiTOUdi^^ 

H3-pyirolidiiiylpropyl)piperidin-4-ylnie11iyl, l-(2-piperidinyiefliyl)piperidm-4-ylmethyl, l-(3- 
30 piperidinylpropyl)piperidm-4-ylmethyl, l<2-morpholijioefliyl)piperidin-4-ylmetiiyl, l-(3- 
morpholinopiopyl)piperidm-4-ylmeaiyl, l-(2-lMomoipholinoethyl)piperidm-4-ylinefliyl, l-(3- 
ihiomoipholinopropyl)piperidin-4-3taie1iiyl, l-(2-azetidinylefliyl)piperidm-4-ylme1hyl, l-(3- 
azetidinylpropyl)piperidin-4-ylme1hyl,2-(1^2-pyiToUdinylethyl)piperidi^ 
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pynroHdinylpropyl)piperidin-4-yl)ethyl, 2-(l-(2"piperidinyle1hyl)piperidin-4-yl)efliyl, 2-(l-(3- 
piperidmylpropyl)piperidin-4-yl)ethyl, 2-(l-(2-moipholinoethyl)piperi<lm-4-yl)etiiyl, 2-(l-(3- 
moipholinopropyl)pipericiin-4-yl)ethyl, 2-(l-(2-tWomoipholmoeftyl)piperidin-4-yl)eth^ 2- 
5 (l"(3-thiomoipholmopropyl)piperidm-4-yl)eth^^ 2-(l-(2-a2etidinylethyl)piperidin-4-yl)ethyl, 
2-(l-(3-a2etidinylpropyl)piperidin-4-yl)ethyl, 3-morpholino-2-hydroxypropyl, (2i?)-3- 
inorpholino-2-hydroxypropyl, (2jS)-3-morpholino-2-hydroxypropyl, 3-piperidino-2- 
hydroxypropyU (2iJ)-3-piperidiiio2-hydroxypropyl, (25)-3-piperidino-2-hydroxypropyl, 3- 
pyrrolidin-l-yl-2-hydroxypropyl, (2i?)-3-pyrrolidin-l-yl-2-hydroxypropyl, (2iS)-3-pyrrolidin-l- 

10 yl-2-hydroxypropyl, 3-(l-methylpiperazm-4-yl)-2-hydroxypropyl, (2i?)-3-(l-inethylpiperazin- 
4-yl)-2-liydroxypropyl, (2iS)-3-(l-methylpipera2in-4-yl)-2-hydroxypropyl, 3-(N.N- 
diethylainino)-2-hydroxypropyl, (2J?>3-(N,N-<fiethylaimno)-2-hydix)xypr^^ (2iS)-3- (N.N- 
diefliylaimno)-2-hydroxypropyl, 3-(isopropylaimno)-2-hydroxypropyl, (22it)-3- 
(isopropylainino)-2-hydroxypropjd, (2iS)-3-(isopropylamino)-2-hydroxypropyl, 3-(N,N- 

15 diisopropylanmio)-2-hydroxypropyl, (2i2)-3-Qy3-diisopropylamino)-2-hydroxypropyl or 
(2iS)-3-(>LN-^sopropylainino)-2-hy<iroxypi^ . 

In another aspect represeaits trifluoromethyl, ethoxy, trifluoromethoxy, 2,2,2- 
trifluoroethoxy, 2-hydroxyethoxy, 3-hydroxypropoxy, 2-methoxyethoxy, 3-methoxypropoxy, 
2-(methylsiilpliinyl)ethoxy, 2-(methylsulphonyl)ethoxy, 2-(ethylsulphinyl)ethoxy, 2- 

20 (efhylsiilphonyl)ethQxy, 2-(N,N-dimethylsulphainoyl)ethoxy, 2-(N-methylsulpliainoyl)ethoxy, 
2-sulphamoylethoxy, 2-(methylamino)ethoxy, 3-(methylamino)propoxy, 2- 
(ethylamino)ethoxy, 3-(ethylamino)propoxy, 2-(NJ^-diinethylaixmio)ethoxy, 3-(N^- 
dimethylamino)propoxy, 2-(N,N-cKethylaimno)efhoxy, 3-(N,N-diethylammo)propoxy, 2-(N- 
meth54-N-methylsu]phoiiylaramo)efhoxy, 3-Gi-raeth)4-N"methylsulphonylainino)propoxy, 2- 

25 moipholinoethoxy, 3-morpliolinopropoxy, 2-piperidinoethoxy, 3-piperi(iinopn>poxy, 2- 
(metliylpiperidino)ethoxy, 3-(metiiylpiperidino)propoxy, 2-(ethylpiperidino)etlioxy, 3- 
(ethylpiperidiiio)propoxy, 2'((2-methoxyethyl)piperidino)ethoxy, 3-((2- 
inethoxyethyl)piperidino)propoxy, 2-((2-metiiylsulphonyl)ethylpiperidino)ethoxy, 3-((2- 
methylsulphonyl)ethylpiperidino)propoxy, piperidin-3-ylinethoxy, piperidin-4-yImethoxy, 2- 

30 (piperi(im-3-yl)ethoxy, 2-(piperidm-4-yl)ethoxy, 3-(pip6ridin-3-yl)propoxy, 3-(piperidin-4- 
yl)propoxy, 2-(piperidin-2-yl)ethoxy, 3-(piperidin-2-yl)propoxy, (l-inethylpipOTdin-3- 
yOmethoxy, (l-methylpiperidin-4-yl)methoxy, 2-(4-hydroxypiperidino)ethoxy, 3-(4- 
hydroxypiperidino)propoxy, (l-cyanomettiylpiperidin-3--yl)methoxy, (1- 
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cyanomethylpiperidin-4-yl)methoxy, 2-(me1iiylpiperidm-3-yl)ethoxy, 2-(metliylpiperidin-4- 
yl)efhoxy, 2-(l-cyaaoinettiylpiperidin-3-yl)ethoxy, 2-(l-cyanomethylpiperidm-4-yl)ethoxy, 3- 
(meth)dpiperi(lin-3-yl)propoxy, 3-(metiiylpiperidin-4-yl)propoxy, 3-(l-cyanomethylpiperidm- 
5 3-yl)propoxy, 3-(l-cyanomethylpiperidin-4-yl)propoxy, 2-(ethylpiperidin-3-yl)ethoxy, 2- 
(ethylpiperidm-4-yl)ethoxy, 3-(ethylpiperidin-3-yl)propoxy, 3-'(ethylpiperidm-4-yl)propoxy, 
((2-methoxyethyl)pip€aidiii-3-yl)metiioxy, ((2-methoxyethyl)piperidiii-4-yl)methoxy, 2-((2- 
metlioxyethyl)piperidin-3-yl)ethoxy, 2-((2-methoxyetiiyl)piperidin"4-yl)ethoxy, 3-((2- 
metlioxyefhyl)piperi<iiii-3-yl)pn)poxy, 3-((2-methoxyefliyl)piperidin-4-yl)propoxy, (l-(2- 
10 methylsidphonylethyl)piperidin-3-yl)methoxy, (l-(2-niethjdsulphonylethyl)piperidin-4- 
yl)methoxy, 2-<(2-methylsulphonylethyl)piperidm-3-yl)e1i^^ 2-((2- 
meth54sulphonylethyl)piperidin-4-yl)eth^ 

yl)propoxy, 3-((2-methylsulphonylethyl)piperidin-4-yl)propoxy, l-isopropylpiperidin-2- 
ylmethoxy, l-isopropylpiperidin-3-ylmeflioxy, l-isopropylpiperidin-4-ylmethoxy, 2-(l- 

15 isopropylpiperidin-2-yl)ethoxy, 2-(l-isopropylpiperidin-3-yl)ethoxy, 2-(l-isopropylpiperidin- 
4-yl)ethoxy, 3-(l-isopropylpiperidin-2-yl)propoxy, 3-(l-isopropylpiperidin-3-yl)propoxy, 3- 
(l-isopropylpiperi(iin-4-yl)propoxy, 2-(piperidin-4-yloxy)ethoxy, 3-(piperi(iin-4- 
yloxy)propoxy, 2-(l-(cyanomethyl)piperidi!i-4-yloxy)ethoxy, 3-(l-(cyanomethyl)piperidiii-4- 
yloxy)propoxy, 2-(l-(2-cyanoethyl)piperidin-4-yloxy)etboxy, 3-(l-(2-cyanoethyl)piperidin-4- 

20 yioxy)propoxy, 2-(piperaziii-l"yl)ethoxy, 3-0?iperazin-l-yl)propoxy, (pyiTolidin-2- 

yl)methoxy, 2-(pyn:olidin-l-yl)ethoxy, 3-ft)yrrolidin-l-yl)propoxy, (2-oxo-tetraliydio-2ff- 
pyrrolidin-5-)i)methoxy, 5(i?)-(2-oxo-tetrahydro-2^-pyrroKdin-5-yl)me^^ (5iS)-(2-oxo- 
tetrahydio-2if-pyiToUdin-5-yl)methoxy, (l,3-dioxolaii-2-yl)methoxy, 2-(l,3-dioxolan-2- 
yOelJioxy, 2-(2-meliioxyethylarnino)ethoxy, 2-(N-(2-methoxyethyl)-N-methylainino)elJioxy, 

25 2-(2-hydroxyethylainino)ethoxy, 3-(2-methoxyethylaniiiio)propoxy, 3-QJ-(2-methoxye11iyl)- 
N-methylainino)propoxy, 3-(2-hydroxyethylamino)propoxy, 2-(l,2,3-triazol-l-yl)ethoxy, 2- 
(l,2,3-triazol-2-yl)ethoxy, 2-(l,2,4-triazoH-yl)ethoxy, 2-(l,2,4-triazol-4-yl)ethoxy, 4- 
pyridylmethyl, 2-(4-pyridyl)ethyl, 4-pyridylmethoxy, 2-(4-pyridyl)etiioxy, 3-(4- 
pyridyl)propoxy, 3-pyridylmetIioxy, 2-(3-pyridyl)etJioxy, 3-(3-pyridyl)propoxy, 2-(4- 

30 pyridyloxy)eflioxy, 2-(4-pyridylainino)ethoxy, 2-(4-oxo-l,4-dihydro-l"pyridyl)efhoxy, 2-(2- 
oxo-imidazolidin-l-yl)ethoxy, 3-(2-oxo-iinidazolidin-l-yl)propoxy, 2-thiomorpholinoefhoxy, 
3-thiomorpliolinopropoxy, 2-(l,l-dioxothiomorpholino)ethoxy, 3-(l,l- 
dioxothiomorpholino)propoxy, 2-(2-methoxyethoxy)ethoxy, 2-(4~inethylpiperazin-l- 
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yl)ethoxy, 3-(4-methylpiperazin-l-yl)propoxy, 2-(4-cyanomethylpiperazin-l-yl)ethoxy, 3-(4- 
cyanomethylpip©razm-l-yl)propoxy, 2-(4-acetylpiperazm-l-yl)e1iioxy, 3-(4-acetylpipa:a2in-l- 
yl)propoxy, 2-(4-inethylsulphoiiylpiperazin-l-yl)ethoxy, 3-(4-methylsulphonylpiperazin-l- 
5 yl)propoxy, 3-(methylsulphinyl)propoxy, 3-(methylsulphonyl)propoxy, 3- 

(ethylsuIphmyl)propoxy, 3-(ethylsulphonyI)propoxy, 2-(5-methyH,2,4-tria2oH-yl)ethoxy, 2- 
((N-(3-moipholinopropylsulphonyl)-N-methyl)aii^ 

pyridyl)ainino)ethoxy, 3-(4-oxidomoipholino)propoxy, 2-(2-(4-methylpiperazin-l- 
yl)ethoxy)ethoxy, 3'(2-(4-methylpiperazin-l-yl)ethoxy)propoxy, 2-(2- 

10 moipholinoethoxy)ethoxy, 3-(2-morpholmoettioxy)propoxy, 2-(tetrahydropyran-4- 
yloxy)etiioxy, 3-(tetraliydropyran-4-yloxy)propoxy, 2-((2-(pyrrolidin-l- 
yl)ethyl)carbainoyl)vinyl, 3-((2-(pyrroKdin-l-)d)ethyl)carbanioyl)prop-2-en-l-yloxy, l-(2- 
pyn:oU(iinylethyl)piperidin-4-ylmelJioxy, l-(3-pyn^oHdinylpropyl)piperidm-4-ylinethoxy, l-(2- 
piperidinylethyl)piperidin-4-)dine1iioxy, l-(3-piperidinylpropyl)piperidm-4-ylmethoxy, 1t(2- 

15 moipholinoethyl)piperidiii-4-y]methoxy, l-(3-moipholinopropyl)piperidin-4-ylmethoxy, l-(2- 
tiuomoipholinoe1hyl)piperidin-4-yImef^ l-(3-fhiomoipholiiiopropyI)piperidiii-4- 
ylmethoxy, l-(2-azetidinylethyl)piperidin-4-ylmefhoxy, l-(3-azetidinylpropyl)piperidin-4- 
ylmethoxy, 2-(l-(2-pym>Udinylelhyl)piperidin-4-yl)etlioxy, 2-(l-(3- 

pyrrolidinylpropyl)piperidin-4-yl)etlioxy, 2-(l-(2-piperidinylethyl)piperidin-4-yl)etlioxy, 2-(l- 
20 (3-piperidmylpropyl)pipOTdin-4-yl)ethoxy, 2-{l-(2-moipholinoethyl)piperidiii-4-yl)ethoxy, 2- 
(l-(3-inoTpholinopropyl)piperidin-4-yl)ethoxy, 2-(l-(2-thiomorpholmoethyl)piperidm-4- 
yl)ethoxy, 2-(l-(3-tMomoipholinopropyl)piperidin-4'-yl)ethoxy, 2-(l-(2- 
azetidinylethyl)piperidin-4-yl)ethoxy, 2-^l-(3-azetidinylpropyl)piperidm-4-yl)ethoxy, 3- 
morpholiiio-2-hydroxypropoxy, (2i?)-3-inorpliolino-2-hydroxypropoxy, (2jS)-3-moiphoIino-2- 
25 liydroxypropoxy, 3-piperidino-2-hydroxypropoxy, (2i?)-3-piperidino-2-hydioxypropoxy, (2jS)- 
3-piperidino-2-liydroxypropoxy, 3-pyrrolidin-l-yl-2-hydroxypropoxy, (2R)-3-pyrrolidin-l-yl- 
2-hydroxypropoxy, (2jS)-3-pyirolidin-l-yl-2-hydroxypropoxy, 3-(l-metiiylpipCTazm-4-yl)-2- 
hydroxypropoxy, (2R)-3-(l-methy]pipera2ia-4-yl)-2-hydrox3p (2S)-3-(l- 
inethylpiperazin-4-yl)-2-hydroxypropoxy, 3-(N^-diethylairdiio)-2-hydroxypropoxy, (ZR)-3- 
30 (N,N-dieliiylanuno)-2-hydroxypropoxy, (2iS)-3-QiJS-diethylaiiiiiio)-2-hydroxypropoxy, 3- 
(isopropylamino)-2-hydroxypropoxy, (2i?)-3-(isopropylaiimio)-2-hydroxypropoxy, (2iS)-3- 
(isopropyla2nino)-2-hydroxypropoxy, 3-(N^-diisopropylainmo)-2-hydroxypropoxy, (2/Z)-3- 
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CbLH-dHsopropylainino)-2-hydroxypropoxy or (25)-3-(N^-diisopropylanuiio>2- 
hydroxypropoxy. 

According to another aspect of the present invention conveniently represents 
5 hydroxy, halogeno, cyano, nitro, trifluoromethyl, Ci-aalkyl, amino or R^X*- [wherein is as 
hereinbefore defined and R^ is selected from one of the following twenty-two groups: 
1) oxiranyiCMalkyi or Ci-salkyl which may be imsubstituted or which may be substituted with 
one or more groiqjs selected from fluoro, chloro and bromo, or C^saDcyl which maybe 
unsubstitated or substituted with one or more groups selected from hydroxy and amino; 
10 2) C2-3alk5CC^C(0)R" (wherein is as hereinbefore defined and R" represents Ci-salkyl, - 
NR^^^'* or -OR'^ (wherdn r", R'* and R^^ which may be tiie same or different are each Ci. 
4alkyl or Ci-2alkoxyethyl)); 

3) C2-»aIkylX^R'^ (whearein X' is as herembefore defined and R'^ represents hydrogen, C\. 
jalkyl, cyclopentyl, cyclohexyl or a 4-, 5- or 6-membered saturated heterocyclic group with 1- 

15 2 heteroatoms, selected independently from O, S and N, which d-salkyl group may bear 1 or 
2 substituents selected fix>m oxo, hydroxy, halogeno and Ci-salkoxy and which cyclic group 
may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, CMcyanoalkyl, Ci. 
4alkyl, Ci-4hydroxyalkyl, CMalkoxy, CMalkoxyCMalkyl, CMalkylsulphonylCi.4alkyl, Ci. 
4alkoxycaibonyl, CMalkylamino, di(CMa]kyl)amino, CMalkylaminoCMalkjd, di(Ci- 

20 4alkyl)aminoCMalkyl, CMalkjdaminoCwalkoxy, di(CMa]kyl)aminoCMalkoxy and a group - 
(-0-){(Ci-4alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6-membered 
saturated heterocyclic group wifli 1-2 heteroatoms, selected independently from O, S and N, 
which cyclic group may bear one or more substituents selected from CMalkyl)); 

4) C2.3alkyDt*C2.3a]kylX^R" (wherem X* and X^ are as hereinbefore defined and R^^ 
25 represents hydrogen or Ci-salkyl); 

5) R^* (wherein R^' is as defined hereinbefore); 

6) Ci-salkylR^* (wherein R^^ is a 4-, 5- or 6-membered saturated heterocyclic group with 1-2 
heteroatoms, selected independentiy from O, S and N, which heterocyclic group is linked to 
Ci-salkjd through a carbon atom and which heterocyclic groiq> may bear 1 or 2 substituKits 

30 selected from oxo, hydroxy, halogeno, cyano, CMcyanoalkyl, CMalkyl, Ci-*hydroxyalkyl, Ci. 
4a]koxy, CMalkoxyCMalkyl, CMalkylsulphonj^CMalkyl, CMalkoxycaibonyl, Ci- 
4a]kylamino, di(CMalkyl)ainino, CMalkylaminoCMaDcyl, di(Ci^alkyl)aminoCMaIkyl, Ci. 
4alkylaminoC]^oxy, di(CMalkyl)aininoCMalkoxy and a group -(-0-)KCMalkyl)gringD 
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(wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6-menibered saturated heterocyclic 
group with 1-2 heteroatoms, selected independently fix)m O, S and N, which cyclic group may 
bear one or more substituents selected from CMalkyl)) or Ci-salkylR^^ (wherein is a 4-, 5- 
5 or 6-membered saturated heterocyclic group with 1-2 heteroatoms, of which one is N and the 
other may be selected independently from O, S and N, which heterocyclic groiq) is linked to 
Ca.salkyl through a nitrogen atom and which heterocycUc group may bear 1 or 2 substituents 
selected from oxo, hydroxy, halogeno, cyano, CMcyanoalkyl, CMalkyl, Ci-4hydroxyalkyl, Ci. 
4alkoxy, CMalkoxyCMalkyl, CMalkylsulphonylCMalkyl, CMalkoxycarbonyl, Ci. 

10 4alkylamino, di(CMalkyl)amino, CMaUcylaminoCMalkyl, di(CMa]kyl)aminoCi^alliyl, Ci- 
4alkylaminoCMalkoxy, di(CMaIkyl)aminoCMalkoxy and a group -(-0)f(Ci-4alkyl)gringD 
(wherein fisOorl^gisOorl and rii^ D is a 4-, 5- or 6-membered saturated heterocyclic 
group with 1-2 heteroatoms, selected independently from O, S and N, which cyclic group may 
bear one or more substituents selected from CMalkyl)); 

15 7) C3-4alkenylR^^ (wherein R^* represmts R^^ or R^ as defined hereinbefore); 

8) C3-4alkynylR^^ (wherein R^^ represents R^ or R" as defined hereinbefore); 

9) R^^ (wherein R^^ is as defined hereinbefore); 

10) Ci-salkylR^^ (wherein R^^ is as defined hereinbefore); 

1 1) Cs-salkenylR^^ (whereia R^^ is as defined hereinbefore); 
20 12) C3.5alkynylR^^ (wherein R^^ is as defined hereinbefore); 

1 3) Ci-salkyK^^^ (wherein and R^^ are as defined hereinbefore); 

14) C4.5alkenylX^R^^ (wherein and R^^ are as defined hereinbefore); 

15) C4-5aIkynylX^^^ (wherein and R^^ are as defined hereinbefore); 

16) C2.3alkyrX?Ci.3alkylR^' (wheremX^ andR^^ are as defined hereinbefore); 
25 17) C2.3alkyiX^Ci-3alky]R^* (wherein X^ and R^^ are as defined hereinbefore); 

1 8) Ca-salkenyl which may be unsubstituted or which may be substituted with one or more 
groups selected from hydroxy, fluoro, amino, CMalkylamino, N,N-di(Ci-4alkyl)amino, 
aminosulphonyl, N-CMalkylaminosuIphonyl and N,N-di(Ci-4alkyl)aminosulphonyl; 

19) C2-5alkynyl which may be unsubstituted or which may be substituted with one or more 
30 groups selected from hydroxy, fluoro, amino, CMalkylamino, N,Ji-di(Ci-4alkyl)amino, 

aminosulphonyl, N-CMalkylaminosulphonyl andliN-di(Ci^aIkyl)aniinosulphonyl; 

20) C2-5alkenyIX^Ci-3allqdR^^ (wherein X^ and R^^ are as defined hereinbefore); 

21) C2-5alkynylX'Ci.3alkylR^* (wherein X^ andR^* are as defined hereinbefore); and 
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22) Ci.3alk54R^*(Ci-3aIlcyl)q(X*^rR^^ (wherein X^ q, r, R^"^ and R^^ are as defined 
hereinbefore); 

and additionally wherein any Ci-salkyl, C2-5^enyl or C2-5alkyQyl group in R^X^- may bear 
5 one or more substituents selected from hydroxy, halogeno and amino]. 

According to another aspect of the present invention advantageously represents 
hydroxy, halogeno, cyano, nitro, trifluoromethyl, Ci.aalkyl, amino or R^X^- [wherein X^ is as 
hereinbefore defined and is selected &om one of the following twenty-two groups: 

1) CMalkyl which may be unsubstituted or which may be substituted with one or more groups 
10 selected from fluoro, chloro and bromo, or C2.5a]k)4 which may be unsubstituted or 

substituted with one or more groups selected &om hydroxy and annuo; 

2) C2-3alkylX^C(0)R" (wherem X^ is as hereinbefore defined and R" represmts -NR^^^"^ or 
-OR^^ (wherein R^^, R^^ and R*^ which maybe the same or different are each CMalkyl or Ci- 
2alkoxyethyl)); 

15 3) C2^alkylX^R'^ (wherein X^ is as hereinbefore defined and R is a group selected from Ci- 
aalkyl, cyclopentyl, cyclohexyl, pyrrohdinyl, piperazinyl, piperidinyl, imidazolidinyl, 
azetidinyl and tetrahydropyranyl, which C^salkyl group may bear 1 or 2 substituents selected 
from 0X0, hydroxy, halogeno and Ci.2alkoxy and which cyclopentyl, cyclohexyl, pyrrohdinyl, 
piperazinyl, piperidinyl, imidazoUdinyl, azetidinyl or tetrahydropyranyl gjcoxxp may bear 1 or 2 

20 substituents selected Scorn oxo, hydroxy, halogeno, cyano, Ci-acyanoalkyl, Cuaalkyl, Ci- 
shydroxyalkyl, Ci.salkoxy, Ci-2alkoxyCi.3a]lcyl, Ci.2alkylsuIphonylCi.3alkj4, d- 
3alkoxycarbonyl, Ci-3alkylamino, di(Ci-3a]kyl)amino, CioalkylaminoCi-salkyl, di(Ci- 
3alkji)aminoCi-3alkyl, Ci-3aIkylaminoCi.3alkoxy, di(Ci.3aIkyl)aminoCi-3alkoxy and a group - 
(-0-)f(Ci.3a]kyl)gringI) (wherein f is 0 or 1, g is 0 or 1 and ring D is a heterocyclic group 

25 selected from pyrrohdinyl, piperazinyl, piperidinyl, imidazoUdinyl, azetidinyl, morphoUno and 
thiomorpholino, which cycUc group may bear one or more substituents selected from Ci- 
aalkyl)); 

4) C2.3alkyIX^C2.3al]cylX^R^ (wherein X^ and X^ are as herembefore defined and R^^ 
represents hydrogen or Ci-3alkyl); 
30 5) R^^ (wherein R^^ is as defined hereinbefore); 

6) CMalkylR^^ (wherein R^^ is a group selected from pyrrohdinyl, piperazinyl, piperidinyl, 
imidazoUdm-l-yl, azetidinyl, l,3-dioxolan-2-3d, l,3-dioxan-2-yl, l,3-dithiolan-2-yl and 1,3- 
dithian-2-yl, which group is linked to Ci^alkyl fhrougih a carbon atom and which group may 
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bear 1 or 2 substituents selected from oxo, hydroxy, halogeao, cyano, Ci.3cyanoalkyl, Cu 
salkyl, Ci-ahydroxyalkyl, Ci.aalkoxy, Ci.2aIkoxyCi-3aIkyl, Ci-ialkylsulphonylCi.aalkyl, Ci- 
aalkoxycaibonyl, Ci-aalkylamino, di(Ci-3alkyl)amino, Ci-salkylaminoCi.aalkyl, di(Ci. 
5 3aIkyl)aminoCi.3alkyl, Ci-salkylaminoCi.salkoxy, di(Ci-3alk5d)aminoCi.3alkoxy and a groiip - 
(-0-)f(Ci-3alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a heterocyclic group 
selected from pyrxolidinyl, piperazinyl, piperidinyl, imidazolidinyl, azetidinyl, morpholino and 
thiomoipholino, which cyclic group may bear one or more substituents selected from Ci- 
salkyl)) or C2-4alkylR^ (wherein is a group selected from morpholino, thiomorpholino, 

10 azetidin-l-yl, pyrrolidin-l-yl, piperazin-l-yl and piperidino which group may bear 1 or 2 
substituents selected from oxo, hydroxy, halogeno, cyano, Ci-scyanoalkyl, Ci-salkyl, Ci. 
shydroxyalkyl, Ci-salkoxy, Ci-2allcoxyCi.3aIkyl, Ci-2alkylsulphonylCi.3alkyl, Ci- 
3alkoxycarbon>4, CioaUgrlamino, di(Ci.3alkyl)amino, Ci.salkylaminoCi.salkyl, di(Ci. 
3alkyl)anmoCi.3alkyl, Ci-salkylaininoCi.salkoxy, di(Ci.3alk}4)aminoCi.3aII^oxy and a group - 

15 (-0-)£(Ci-3alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a heterocyclic group 

selected from pyrrolidinyl, piperazinyl, piperidinyl, imidazolidinjd, azetidinyl, morpholino and 
thiomorpholino, which cyclic group may bear one or more substituents selected from Ci. 
aalkyl)); 

7) Cs^alkenylR^^ (wherein R^^ represents R^^ or R^° as defined hereinbefore); 
20 8) C3-4alkynylR^^ (wherein R^^ represents R^^ or R^ as defined hereinbefore); 

9) R^^ (wherein R^^ is as defined hereinbefore); 

10) CMalkjdR^^ (wherein R^** is as defined hereinbefore); 

11) l-RVop-l-en-3-yl or l-R2'but-2-en-4-)d (wherein is as defined hereinbefore with 
the proviso that when R^ is 1-R^ ^op-l-en-S-yl, R^^ is linked to the alkenyl groiq) via a 

25 carbon atom); 

12) 1-R^ Vop-l-yn-3-yl or l-R^%ut-2-yn-4-yl (wherein R^^ is as defined hereinbefore with 
the proviso that when R^ is 1-R^ Vop-l-yii-3-yl, R^^ is linked to the alkynyl group via a 
carbon atom); 

13) Ci-salkylX^^^ (wherein and R^^ are as defined hereinbefore); 

30 14) 1-(R^ V)but-2-en-4-yl (wherein and R^^ are as defined hereinbefore); 

15) l-(R^^X^)but-2-yn-4-yl (wherein X* and R^^ are as defined hereinbefore); 

16) C2-3alkyiX^Ci.3alkylR^^ (wherein and R^^ are as defined hereinbefoi«); 

17) Cz-aalkjdX^Ci.salkjdR^^ (wherein and R^^ are as defined hereinbefore); 
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1 8) C2.5alkenyl which may be unsubstituted or which may be substituted with cue or more 
fluorine atoms or with one or two groups selected from hydroxy, fluoro, amino, Ci. 
4alkylamino, N^-di(CMalkyl)amino, aminosulphonyl, N-CMalkylaminosulphonyl andN,N- 

5 di(CMalkyl)aminosulphonyl; 

19) Ca-salkynyl which may be xmsubstituted or which may be substituted with one or more 
fluorine atoms or with one or two groups selected from hydroxy, fluoro, amino, Ci. 
4alkylamino, N,N-di(CMalkyl)amino, aminosulphonyl, N-CMalkylaminosulphonyl and N,H- 
di(Ci^lkyl)aminosulphonyl; 

10 20) C2-4alkenylX^Ci.3alkylR^*(wheremX^andR^*areasd 

21) C24alkynylX^Ci-3aIkylR^ (wherein and are as defined hereinbefore); and 

22) Ci.3aIkylR^(Ci-3alk)d)q(X^R^^ (wherein X^, q, r, R^^ and R^^ are as defined 
hereinbefore); 

and additionally wherem any Ci.salkyi, C2.5alkenyl or C2-5aIkynyl group in R^X^- may bear 
15 one or more substituents selected from hydroxy, halogeno and amino]. 

According to another aspect of the present invention preferably R^ represents hydroxy, 
halogeno, nitro, trifluoromethyl, Cuaalkyl, cyano, amino or R^X^- [wherein X^ is as 
hereinbefore defined and R^ is selected from one of the following twenty groups: 

1) Cioalkyl which may be unsubstituted or which may be substituted with one or more groups 
20 selected &om fluoro, chloro and bromo, or C2-3aliyl which may be unsubstituted or 

substituted with one or more groups selected fix)m hydroxy and amino; 

2) 2-(3,3-dimethylureido)ethyl, 3-(3,3-dimethylureido)propyl, 2-(3-methylureido)ethyl, 3-(3- 
methylureido)propyl, 2-ureidoethyl, 3-ureidopropyl, 2-QiN-dimethylcaibamoyloxy)efhyl, 3- 
(N,N-dimethylcarbamoyloxy)propyl, 2-(N-methylcaibamoyloxy)ethyl, 3-(N- 

25 methylcaibamoyloxy)propyl, 2-(carbamoyloxy)ethyl, 3-(carbamoyloxy)propyl, or 2-(N- 
methyl-N-(butoxycarbonyl)amino)ethyl; 

3) C2-3alkylX^R^^ (wherein X^ is as hereinbefore defined and R^^ is a group selected from Ci- 
3alkyl, cyclopentyl, cyclohexyl, pyrrolidinyl, piperidinyl, piperazinyl, azetidinyl, 
imidazolidinyl and tetrahydropyranyl which group is linked to X^ througji a carbon atom and 

30 which Ci.salkyl groxip may bear 1 or 2 substituents selected from hydroxy, halogeno and Ci- 
2alkoxy and which cyclopentyl, cyclohexyl, pyrrolidinyl, piperidiuyl, piperazinyl, azetidinyl, 
imidazolidinyl or tetrahydropyranyl group may bear one substituent selected from oxo, 
. hydroxy, halogeno, cyano, Ci.2cyanoalkyi, Ci.2alkyl, Ci.2hydroxyaIkyl, Ci.2alkoxy, d. 



wo 02/16548 



PCT/GBOl/03585 



-40- 

2alkoxyCi.3alkyl, Ci-ialkylsulphonylCuaalkyl, Ci.2alkoxycarbonyl, Ci.salkylainino, di(Ci. 
3alkyl)ainino, Ci.3alkylaminoCi.3alkyl, di(Ci-3alkyl)aminoCi-3alkyl, Ci-3alkylammoCi-3alkoxy, 
di(Ci.3alkyl)ainmoCi.3alkoxy and a group -(-0-)f(Ci.3alkjd)gringD (wherein f is 0 or 1, g is 0 
5 or 1 and ring D is a heterocyclic group selected from pyrrolidinyl, methylpiperazinyl, 
piperidinyl, azetidinyl, morpholino and thiomoipholino)); 

4) Ca-saUcylX^Ca-salkylX^R^ (wherein X* and are as hereinbefore defined and 
represents hydrogen or Ci-aalkyi); 

5) R^^ (wherein R^^ is as defined hereinbefore); 

10 6) Ci-salkylR^^ (wherein R^^ is a group selected from pyrrolidinyl, piperazinyl, piperidinyl, 
azetidinyl, imidazolidinyl, l,3-dioxolan-2-yl, l,3-dioxan-2-yl, l,3-dithiolan-2-yl and 1,3- 
difhian-2-yl, which groiq) is linked to Ci^alkyl through a carbon atom and wliich group may 
bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, Ci.2cyanoalkyl, Ci. 
2alkyl, Ci.2hydroxyalkyl, Ci-2alkoxy, Ci-2alkoxyCi.3aIkyl, Ci-2alkylsulphonylCi.3a]kyl, Ci- 

15 2alkoxycarbonyl, Ci-3alk3damino, di(Ci-3a]kyl)amino, Ci.3alkylaminoCi-3alkyl, di(Ci. 

3a]kyl)aniinoCi-3alkyl, Ci.salkylanunoCi-salkoxy, di(Ci.3alkyl)aniinoCi-3alkoxy and a group - 
(-0-){(Ci.3alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a heterocyclic group 
selected from pyirolidinyl, methylpiperazinyl, piperidinyl, azetidinyl, morpholino and 
thiomoipholino)) or C2-3alkylR^ (wherein R^° is a group selected from morpholino, 

20 thiomoipholino, azetidin-l-yl, pyrroUdin-l-yl, piperazin-l-yl and piperidino which group may 
bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, Ci.2cyanoaIkyl, Ci- 
2alkyl, Ci-2hydroxyalkyl, Ci-jalkoxy, Ci-2alkoxyCi-3alkyl, Ci-2aliylsulphonylCi-3alkyl, Ci- 
2alkoxycarbonyl, Ci-salkjdamino, di(Ci.3allqrl)amino, Ci-3allQrIaminoCi,3aIkyl, di(Ci- 
3alkyl)ammoCi.3a]kyl, Ci-3alkylaminoCi-3alkoxy, di(Ci-3alkyl)aminoCi.3alkoxy and a group - 

25 (-0-)f(Ci.3alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a heterocyclic group 
selected from pyrrolidinyl, methylpiperazinyl, piperidinyl, azetidinyl, morpholino and 
thiomorphohno)); 

7) R^^ (wherein R^^ is as defined hereinbefore); 

8) CMalkylR^^ (wherein R^^ is as defined hereinbefore); 

30 9) l-R^^but-2-en-4-yl (wherein R^^ is as defined hereinbefore); 

10) l-R^%ut-2-yn-4-yl (wherein R^^ is as defined herembefore); 

1 1) Ci.salkylX^^^ (wherein and R^^ are as defined hereinbefore); 

12) l-(R2'^>ut-2-en-4-yl (wherein andR^' are as defined hereinbefore); 



1 
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13) l-(R^^X^)but-2-yn-4-yl (wherein and R^^ are as defined hereinbefore); 

14) C2-3alkylX^Ci.3alkylR^^ (wherein and R^^ are as defined hereinbefore); 

15) Ca-jalkylX^Ci-salkylR^^ (wherein X^ and R^ are as defined hereinbefore); 

5 16) Ca-salkenyl which may be unsubstituted or which may be substituted with one or more 
fluorine atoms or with one or two groups selected firom hydroxy, fluoro, amino, Ci- 
4alkj4amino, NJJ-di(Ci^allcyl)amino, aminosulphonyl, N-Ci-4alkylaminosuIphon)1 and N,N- 
di(CMalkyl)aminosulphonyl; 

1 7) C2-5alkynyl which may be unsubstituted or which may be substituted with one or more 
10 fluorine atoms or with one or two groups selected &om hydroxy, fluoro, amino, Ci. 

4alkylamino, N,N-di(CMalkyl)amino, aminosulphonyl, N-CMalkylaminosulphonyl and N,N- 
di(CMalkyl)aminosulphonyl; * 

18) C2-3alkenylX^Ci.3alkylR^^ (wherein X^ and R^^ are as defined hereinbefore); 

19) C2.3alkynylX^Ci.3alkylR^^ (wherein X^ and R^^ are as defined hereinbefore); and 
15 20) Ci-3alkylR^(Ci-3alkyl)q(X%R^^ (wherein X^ q, r, R^"* and R^^ are as defined 

hereinbefore); 

and additionally wherein any Cusalkyl, Ci-salkenyl or C2.5alkynyl group in R^^- may bear 
one or more substituents selected firom hydroxy, halogeno and amino]. 

According to anotiier aspect of Ihe present invention more preferably R^ represents 

20 hydroxy, trifluoromethyl, Ci-salkyl, amino or R^X^- [wherem X^ is as hereinbefore defined 
and R^ represents methyl, ethyl, benzyl, trifluoromethyl, 2,2,2-lxifluoroethyl, 2-hydroxyethyl, 
3-hydroxypropyl, 2-methoxyethyl, 3-methoxypropyl, 2-(methylsulphinyl)ethyl, 2- 
(methylsulphonyl)ethyl, 2-(ethylsulphinyl)e1hyl, 2-(ethylsulphonyl)ethyl, 2-(N,N- 
dime1hylsulphamoyl)ethyl, 2-(N-methylsulphamoyl)ethyl, 2-sulphamoylethyl, 2- 

25 (methylamino)ethyl, 3-(methylaiQino)propyl, 2-(ethylaniino)ethyl, 3-(ethylamino)propyl, 2- 
(N,H-dimefliylamino)ethyi, 3-(N,N-dimethylamino)propyl, 2-(N,N-diethylamino)ethyl, 3- 
(N^-diethylamino)pTopyl, 2-(^^-methyl-N-methylsulphonylamino)ethyl, 3-(N-methyl-N- 
methylsulphonylamino)propyl, 2-morpholinoethyl, 3-morpholinopropyl, 2-piperidinoethyl, 3- 
piperidinopropyl, 2-(methylpiperidino)ethyl, 3-(methylpiperidino)propyl, 2- 

30 (efhylpiperidino)efhyl, 3-(ethylpiperidino)propyl, 2-((2-methoxyethyl)piperidino)ethyl, 3-((2- 
methoxyethyl)piperidino)propyl, 2-((2-methylsulphonyl)ethylpiperidino)etiiyl, 3-((2- 
raethylsulphonyl)ethylpiperidino)propyl, piperidin-3-ylmethyl, piperidin-4-yhnefhyl, 2- 
(piperidin-3-yl)ethyl, 2-(piperidin-4-yl)ethyl, 3-(piperidin-3-yl)propyl, 3-(piperidin-4- 
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yl)propyl, 2"(piperidin-2-yI)ethyl, 3-(piperidin-2-yl)propyl, (l-inethylpipeiidin-3-yl)inethyl, 
(l-methylpiperi(im-4-yl)metliyl, (l-cyanomethyipiperidin-3-yl)mefhyl, (1- 
cyanome1hylpiperidm-4-3d)mettiyl, 2-<me1hylpiperidiii-3-yl)ethyl, 2-(methylpiperidin-4- 
5 yl)e1iiyl, 2-(l"Cyanomethylpiperidin-3-yl)ethyl, 2-(l-cyanomethy]piperidin-4-yl)ethyl, 3- 
(m6thylpip«idiii-3-yl)propyl, 3-(metiiylpiperidin-4-yl)propyl, 3-(l-cyanomethylpiperidin-3- 
yl)propyl> 3-(l-cyanomefhylpiperidin-4-yl)propyl, 2-(ethylpiperidin-3-yl)ethyl, 2- 
(ethylpiperi(im-4-yl)ethyl, 3-(ethylpiperidiii-3-yl)propyl, 3-(ethylpiperidin-4-yI)propyl, ((2- 
methoxyethyl)piperidin-3-yl)methyl, ((2-methoxyethyl)piperidin-4-yl)methyl, 2-((2- 
10 methoxyethyl)piperidin-3-yl)ethyl, 2-((2-methoxyethyl)piperidin-4-yl)ethyl, 3-((2- 
inethoxyethyl)piperidin~3-yl)propyl, 3-((2-methoxyethyl)piperidin-4-yl)propyl, (l-(2- 
melJiylsidphonyleihyl)piperidiii-3-yl)methyl, (l-(2-methyls^dphonylethyl)piperidin-4- 
yl)methyl, 2«<(2-metliylsulphonylethyl)piperidin-3-yl)eth^ 2-((2- 

methylsulphonylethyl)piperidiii-4-yl)ethyl, 3-((2-mefhylsulphonyleth)i)piperidm-3-yl)propyU 

15 3-({2-methyisulphonylefliyI)piperidin-4-yl)piopyl^ l-isopropylpiperidiii-2-ylinetiiyl, 1- 
isopropylpiperidin-3-ylmethyl, l-isopiupylpipOTdiii-4-ylmethyl, 2-(l-isopropy^)iperidm-2- 
yl)ethyl, 2-(l-isopropylpiperidin-3"yl)ethyl, 2-(l-isopropylpipCT[din"4-yl)ethyl, 3-(l- 
isopropylpiperidin-2-yl)propyl, 3-(l-isopropylpiperidin-3-yl)propyl, 3-(l-isopropylpiperidin- 
4-yl)propyl, 2-(piperidin-4-yIoxy)ethyl, 3-(piperidin-4-yloxy)propyl, 2-(l- 

20 (cyaiiomethyl)piperidin-4-yloxy)ethyl, 3-(l-(cyanomethyl)piperidiii-4-yloxy)propyl, 2-(l-(2- 
cyanoethyl)piperidin-4-yloxy)ethyl, 3-(l-(2-cyanoethyl)piperi(lin-4-yloxy)propyl, 2- 
(piperazin-l-yl)ethyl, 3-(pipera2m-l-yl)propyl, (pyrrolidin-2-yl)metiiyl, 2-(pyrrolidin-l- 
yl)ethyl, 3-(pyrrolidin-l-yl)pTopyl, (2-oxo4etrahydro-2if-pynoUdm-5-yl)me1iiyl, 5(jR)-(2-oxo- 
tetrahydra-2ff-pyrrolidin-5-yl)mefhyl, (5jS)-(2-<)XO-tetrahydro-2iy-p5nToUdm-5-yl^ (1,3- 

25 dioxolaii-2-yl)methyl, 2-(l,3<lioxolan-2-yl)ethyl, 2-(2-mefhoxyethylainino)efliyl, 2-(N-(2- 
metiioxyethyl)-N-metiiylainino)efhyl, 2-(2-liydroxyethylamino)ethyl, 3-(2- 
mefhoxyethyiamino)propyl, 3-(N-(2-met3ioxyethyl)-N-methylaiiiino)prop>^ 3-(2- 
hydroxyethylaniino)propyl, 2-metiijdtiriazol-4-ylineth)d, 2-acetaimdothiazol-4-y]methyl, 1- 
methylimida2ol-2-ylinetliyl, 2-(iimda2oH-yl)ethyl, 2-(2-niethyKmidazol-l-yl)ethyl, 2-(2- 

30 ethyliinidazol-l-yl)etiiyl, 3-(2-methylimidazoH-yl)propyl, 3-(2-etliyliinidazol-l-yl)propyl, 2- 
(l,2,3"triazol-l-yl)ethyl, 2-(l^,3-triazol-2-yl)ethyl, 2-(l,2,4-triazoH-yl)ethyl, 2-(l,2,4- 
triazol-4-yl)etiiyl, 4-pyridyliiiethyl, 2-(4-pyridyl)etiiyl, 3-(4-pyridyl)propyl, 2-(4- 
pyridyloxy)etbyl, 2-(4-pyridylarQino)efhyl, 2-{4-oxo-l,4-dihydro-l-pyridyl)ethyl, 2-(2-oxo- 
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imidazolidm-l-yl)ethyl, 3-(2-oxo-iinida2olidin-l-yl)propyl, 2-thiomorpholinoethyl, 3- 
thiomorpholinopropyl, 2-(l,l-dioxothioinorpholmo)ethyl, 3-(l,l-dioxothiomorpholino)propyl, 
2-(2-methoxyethoxy)ethyl, 2-(4-methylpiperazm-l-yl)etliyl, 3-(4-methylpiperazin-l-yl)propyl, 
5 3-{metiiylsulphinyl)propyl, 3-(mefhylsulphonyl)propyl, 3-(ethylsiilphinyl)propyl, 3- 
(ethylsulphonyl)propyl, 2-(5-methyl-l,2,4-triazoH-yl)eth>d, morpholino, 2-((N-(l- 
methyliimdazoM-ylsulphonyl)-N-methyl)aimn^^ 

iJ-methyl)aimno)ethyl, 2-((N-methyl-N-4-pyridyl)amino)ethyl, 3-(4-oxidomorpholino)propjd, 
2-(2-(4-metiiylpiperazin-l-yi)ethoxy)ettiyl, 3-(2-(4-methylpiperazin-l-yl)ethoxy)propyl, 2-(2- 
10 morpholinoethoxy)ethyl, 3-(2-morpholinoethoxy)propyl, 2-(tetrahydiopyran-4-yloxy)ethyl, 3- 
(tetrahydropyran-4-yloxy)propyl, 2-((2-(pyrroHdin-l-yi)ethyl)carbamoyl)vmyl, 3-((2- 
^yrrolidin-l-yl)ethyl)carbainoyl)prop-2-eii-l-yl, l-(2-pyrroUdmyle1hyl)piperidm-4-ylinethyl, 

1- (3-pyrroUdinylpropyl)piperidin-4-ylinethyl, l-(2-piperidinylethyl)piperidin-4-ylinethyl, l-(3- 
piperidinylpropyl)piperidin-4-ylinethyl, l-(2-morpholmoe1hyl)piperidin-4-ylinethyl, l-(3- 

15 morpholinopropyl)piperidin-4-ylinediyl, l-(2-thiomoipholmoethyl)piperidin-4-ylmet^^ l-(3- 
tMomoipholinopropyl)piperidin-4-ylmethyl, l-(2-azetidinylethyl)piperidin-4-ylmethyl or l-(3- 
azetidinylpropyl)piperidiii-4-ylmethyl, 3-iiioipholino-2-hydroxypropyl, (2i?)-3-moTpholmo-2- 
hydroxypropyl, (2iS)-3-morpholino-2-hydroxypropyl, 3-piperidino-2-hydroxypropyi, (2/2)-3- 
pipOTdino-2-hydroxypropyl, (2iS>3-piperidino-2"hydroxxpropyl, 3-pyrrolidin-l-yl-2- 

20 hydroxypropyl, (2i?)-3-pyiTolidin'l"yl-2-hydroxypropyl, (25)-3-pyrrolidin-l-yl-2- 

hydroxypropyl, 3-(l-methylpiperaziii-4-yl)-2-hydroxypropyl, (2R)-3-(l-methylpiperazin-4-yl)- 

2- hydroxypropyl, (2iS)-3-(l-methylpiperazin-4-yl)-2-hydroxypropyl, 3-(N,N-diethylamino)-2- 
hydroxypropyl, (2uR)-3-QiN-diethylaniino)-2-hydroxypropyl, (2iS)-3-(N,N-diethylamiiio)-2- 
hydroxypropyl, 3-(isopropylamino)-2-liydroxypropyl, (2/?)-3-(isopropylainino)-2- 

25 hydroxypropyl, (2iS)-3-(isopropylaimno)-2-hydroxypropyl, 3-(N,N-diisopropylaraino)-2- 
hydroxypropyl, (2ii)-3-(liN-^sopropylaiimio)-2-hydroxypropyl or (2S)-3-(N,N- 
diisopropylainino)-2-hydroxypropyl]. 

According to anoth^ aspect of the present invention particularly represents 
trifluoromethyl, Ci-aalkyl, amino or R^X^- [wherein is as hereinbefore deJGned and R^ 

30 represents ethyl, benzyl, trifluoromethyl, 2,2,2-trifluoroethyl, 2-hydroxyethyl, 3- 
hydroxypropyl, 2-methoxyethyl, 3-methoxypropyl, 2-(methylsulphinyl)ethyl, 2- 
(methylsulphonyl)ethyl, 2-(ethylsulphinyl)ethyl, 2-(ethylsulphonyl)ethyl, 2-(N,N- 
dimethylsulphamoyl)ethyl, 2-(N-methylsulphamoyl)ethyl, 2-siilphamoylethyl, 2- 
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(methylainino)efhyl, 3-(mefliylainmo)propyl, 2-(ethylaimno)ethyl, 3-(ethylainino)propyl, 2- 
Gi^-dimethylairuno)eilry4, 3-(N^-dimeth34amino)propyl, 2-(NJj-dietfaylairQno)ethyi, 3- 
(N,N-diethylainiiio)propyl, 2-(N-meliiyl-M-niefliylsulphonylainino)eth 3-(N-methyl-H- 

5 methylsulphonylainino)propyl, 2-morpholmoethyl, 3-morpholinopropyl, 2-piperi(iinoefhyl, 3- 
piperidinopropyl, 2-(methylpiperidino)ethyl, 3-(methylpiperi(iino)propyl, 2- 
(ethylpiperidmo)ethyl, 3-(ethylpiperidmo)propyl, 2-((2-methoxyethyl)piperidino)ethyl, 3-((2- 
methoxyethyl)piperidino)propyl, 2-((2-metliylsulphonyl)ethylpiperidiiio)etiiyl, 3-((2- 
mefhylsulphonyl)etiiylpiperidino)propyl, piperidin-3-ylinethyl, piperidin-4-ylmethyl, 2- 

10 (piperidm-3-yl)eliiyl, 2-(piperi<iin-4-yl)ethyl, 3-(piperidm-3-yl)propyl, 3-(piperidin-4- 
yl)propyl, 2-^iperidin-2-yI)ethyl, 3-(piperidin-2-yl)propyl, (l-methylpiperidin-3-yl)inefhyl, 
(l-methylpiperidiii-4-yl)methyl, (lK:yanomethylpiperidin-3-yl)methyl, (1- 
cyanomethylpiperidin-4-yl)meth)d, 2-(mefhylpiperidin-3-yl)ethyl, 2-(metiiylpiperidin-4- 
yl)ethyl, 2-<l-K5ymome%lpiperidin-3-yl)efliyl, 2-(l-^yanome1]iylpiperidin-4-yl)e&^ 3- 

15 (inefliylpiperidin-3-yl)propyl, 3-(methylpiperidin-4-yl)propyl, 3-(l-cyanomethylpiperidiii-3- 
yl)propyl, 3-(l-cyanomethylpiperidin-4-yl)propyl, 2-(ethylpipericlin-3-yl)e1iiyl, 2- 
(ethylpiperidin-4-yl)ethyl, 3-(e&ylpiperidm-3-yl)propyl, 3-(ethylpiperidm-4-yl)propyl, ((2- 
metlioxyethyl)piperidin-3-yl)methyl, ((2-methoxyethyl)piperidiii-4-yl)methyl, 2-((2- 
methoxyefhyl)piperidm-3-yl)ethyl, 2-((2-methoxyethyl)piperi<Iin-4-yl)etliyl, 3-((2- 

20 methoxyethyl)piperidin-3-yl)propyl, 3-((2-methoxyethyl)piperidm-4-yl)propyl, (l-(2- 
methylsulphonylethyl)piperidm-3-yl)me% 
yl)inethyl, 2-((2-me1hylsidphonyleth3d)piperidm-3-yi)e%^ 2-((2- 

methylsulphonylethyi)piperidm-4-yi)etliyl, 3-((2-methylsulphonyie1iiyl)piperidin-3-yl)prop)d, 

3- ((2-mefhylsulphonyleth>4)piperidin-4-yl)propyl, l-isopropylpiperidin-2-yImeth}4, 1- 

25 isopropylpiperidin-3-ylmetliyl, l-isopropylpiperidin-4-ylmefhyl, 2-(l-isopropy^iperidm-2- 
yl)ettiyl, 2-(l-isopropylpiperidin-3-yl)ethyl, 2-(l-isopropylpiperidin-4-yl)ethyl, 3-(l- 
isopropylpiperidiii-2-yl)propyl, 3-(l-isopropylpiperidin-3-yl)propyU 3-(l-isopropylpiperidin- 

4- yl)propyl, 2-(piperidin-4-yloxy)ethyl, 3-(piperidin-4-yloxy)propyl, 2-(l- 
(cyanome1hyl)piperi(iin-4-yloxy)etiiyl, 3-<l-(cyanoinethyl)piperidiii-4-yloxy)propyl, 2-(l-(2- 

30 cyanoethyl)piperidin-4-yloxy)etiiyl, 3-(l-(2-cyanoethyl)piperidin-4-yloxy)propyl, 2- 
(piperazin-l-yl)efliyl, 3-(pipera2in-l-yl)propyl, (pycrolidin-2-yl)methyl, 2-(pyrrolidin-l- 
yl)ethyl, 3-^yiTolidin-l-yl)propyl, (2-oxo-tetrahydrp-2^f-pyn:ofidin-5-yl)me1iiyl, 5(i?H2-oxo- 
tetrahydio-2Zy-pyra)lidin-5-yl)metiiyl, (5«S)<2-oxo-tetrahydro-2^r-pjaTOKdin-5-yl)m^^^ (1,3- 
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dioxolan-2-yl)methyl, 2-(l,3-dioxolan-2-yl)e1iiyl, 2-(2-methoxyethylanuno)etti3d, 2-CN-(2- 
methoxyethyl)-N-methylammo)ethyl, 2-(2-hydroxyethylamino)ethyl, 3-(2- 
methoxyetliylamino)propyl, 3-^<2-meiaioxyetliyl)-N-methylamino)propyl, 3-(2- 

5 hydroxyethylaniino)propyl, 2-methylthiazol-4-ylinethyl, 2-acetainidothiazol-4-ylmethyl, 1- 
methylimidazol-2-ylme1iiyl, 2-(imidazol-l-yl)ethyl, 2-(2-methyliimdazol-l-yl)ethyl, 2-(2- 
etiijdimidazol-l-yl)ethyl. 3-(2-mefliyliiiiidazol-l-yl)propyl, 3-(2-ethyliiiudazol-l-yl)propyl, 2- 
(1^3-1ria2ol-l-yl)ethyl, 2-(l,2,3-triazol-2-yl)efliyl, 2-(U,4-triazol-l-yl)ethyl, 2-(l A4- 
tria2»l-4-yl)etiiyl, 4-pyridylmethyl, 2-(4-pyrid3d)etiiyl, 3-(4-pyridyl)propyl, 2-(4- 

10 pyridyloxy)ethyl, 2-(4-pyridylamino)ethyl, 2-(4-oxo-l,4-dihydio-l-pyridyi)efliyl, 2-(2-oxo- 
imidazolidin-l-yl)ethyl, 3<2-oxo-iimda2»lidin-l-yl)piopyl, 2-thiomoipholinoethyl, 3- 
tMomoipholmopropyl,2-(l,l-dioxotM(raoipholino)e1iiyl,3<lJ-dioxo1iuomorphofc^ 

2- (2-methoxye1hoxy)ethyl,2-(4-me%lpiperazm-l-yl)e%l,3-(4-meth3lpipera2m 

3- (methylsulphinyl)propyl, 3-(methylsulphonyl)propyl, 3-(ethylsulphmyl)propyl, 3- 
15 (ethylsulphonyl)propyl, 2-(5-methyl-l,2,4-triazol-l-yl)ethyl, morpholino, 2-((N-(l- 

me%lixmdazol-4-ylsulplK)nyl)-N-mettiyl)amino)ethyl,2-((N<3-morp^ 
N-methyl)amino)ethyl, 2-<QJ-mefliyl-N-4-pyridyl)ainmo)eth)d, 3-(4-oxidomorpholino)piopyl, 
2<2<4-meihyIpipera2m-l-yl)ethoxy)e%l,3-(2-(4-methylpiper^ 

morplioliiioethoxy)ethyl, 3-(2-morpholmoettioxy)pTopyl, 2-(tetrahydropyraii-4-yloxy)ethyi, 3- 
20 (tetraliydiopyran-4-yloxy)prop)d, 2-<(2-^yirolidin-l-3d)ethyl)carbamoyl)vin3d, 3-((2- 

(pym)lidin-l-yl)ethyl)caibamoyl)prop-2-eii-l-3d, l-(2-pynolidinylefli5d)piperidin-4-ylmethyl, 

1- (3-pyirolidinylpropyl)piperidm-4-ylmethyl, l-(2-piperidmyleth)d)piperidin-4-ylmethyl, l-(3- . 
piperidinylpropyl)piperidin-4-yImethyl, l-(2-morpho]inoethyl)piperidin-4-ylmefhyl, l-(3- 
inorpholinopropyl)piperidan-4-ylmethyl, l-(2-tluomorpholmoethyl)piperidin-4-ylmethyl, l-(3- 

25 tiiiomorpholinopropyl)piperidin-4-yImethyl, l-(2-azetidiQ5dethyl)piperidin-4-ylinethyl or l-(3- 
azetidinylpropyl)piperidin-4-ylme%l,3-morpholmo-2-hydroxypropyl, (2/?>3-m^ 
hydroxypropyl, (25)-3-morpholino-2-hydroxypropyl, 3-piperidino-2-liydroxypropyl, (2R>3- 
piperidino-2-liydroxypTop)i, (2iS)-3-piperidmo-2-hydioxypropyl, 3-pyrrolidin-l-yl-2- 
hydroxypiopyl, (2/?)-3-pyrrolidin-l-yl-2-hydioxypropyl, (2iS)-3-pyrrolidin-l-yl-2- 

30 hydroxypropyl, 3-(l-methylpipera2m-4-yl)-2-hydroxypropyl, (2i?>3-(l-methylpiperazm-4-yl)- 

2- hydroxypropyl, (25)-3-(l-me(hylpipearazin-4-yl)-2-hydroxypropyl, 3-(>LN-diethylamino>2- 
hydroxypropyl, (2/?)-3-(N,N-diethylammo)-2-liydroxypropyl, (2iS)-3-(N^-diethylaimno)-2- 
hydroxypropyl, 3-(isopropylaimno)-2-bydroxypropyl, (2i?)-3-(isopropylainmo)-2- 
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hydroxypropyl, (2iS)-3-(isopropylaiiiino)-2-hydroxxpropyl, 3-(N,N-diisopropylainino>2- 
hydroxypropyl, (2i?)-3-(N,N-diisopropyla2nino>2-hydroxypropyi or (2iS)-3-(N,M- 
diisopropylainino)-2-hydroxypropyl]. 
5 According to another aspect of tide presmt invention more particularly represents 

trifluoromethyl, Ci-salkyl, amino or R^X^- [wherein is as hereinbefore defined and R^ 
represents ethyl, triflnoromethyl, 2,2,2-trifluoroethyl, 2-hydroxyethyl, 3-hydroxypropyl, 2- 
methoxyethyl, 3-methoxypropyl, 2-(methylsulphinyI)ethyl, 2-(methylsulphonyl)ethyl, 2- 
(ethylsulphinyl)efhyl, 2-(ettiylsulphonyl)ethyl, 2-(N,N-dimethylsulphamoyl)ethyl, 2-(N- 
10 methylsulphamoyl)ethyl, 2-sulphamoylethyl, 2-(methylamino)ethyl, 3-(methylainino)propyl, 

2- (ethylaniino)ethyl, 3-(ethylainino)propyl, 2-(N,N-dimethylamino)ethyl, 3-(JiN- 
dime1iiylainino)propyl, 2-^H-diefliyiamino)ethyl, 3-QiN-diethylanuno)propyl, 2-(K-methyl- 
H-methylsulphonylamino)e1hyl, 3-(N-methyl-N-methylsulphonylamino)propyl, 2- 
moipholinoethyl, 3-moipholinopropyl,,2-piperidinoethyl, S-piperidinopiopjd, 2- 

15 (methylpiperidino)eth5d, 3-(mefliylpiperidino)propyi, 2-(ethyipiperidino)ethyl, 3- 
(ethylpiperidino)pTopyl, 2-((2-methoxyethyl)piperidino)ethyl, 3-((2- 
methoxyethyl)piperidino)propyl, 2-((2-methylsiilphonyl)ethylpiperidino)ethyl, 3-((2- 
methylsulphonyl)ethylpiperidino)propyl, piperidin-3-yhnethyl, piperidin-4-ylmethyl, 2- 
(piperidin-3-yl)ethyl, 2-(piperidin-4-yl)ethyl, 3-(pipOTdin-3-yl)propyI, 3-(piperidin-4- 

20 yl)propyI, 2-(piperidin-2-yl)ethyl, 3-(piperidin-2"yl)propyl, (l-methylpiperidin-3-yl)methyl, 
(l-methylpiperidin-4-yl)methyl, (l-cyanomethylpiperidin-3-yl)methyl, (1- 
cyanomethylpiperidin-4-yl)methyl, 2-(methylpiperidin-3-yl)ethyl, 2-(methylpiperidin-4- 
yl)ethyl, 2-(l-cyanomethylpiperidin-3-yl)ethyl, 2-(l-cyanomethylpiperidin-4-yl)ethyl, 3- 
(methylpiperidin-3-yl)propyl, 3-(methylpiperidin-4-yl)propyl, 3-(l-cyanomethylpiperidin-3- 

25 yl)propyl, 3-(l-cyanomefhylpipradin-4-yl)piop)4, 2-(ethylpiperidin-3-yl)ethyl, 2- 

(ethylpiperidin-4-yl)e1hyl, 3-(ethylpiperidin-3-yl)propyl, 3-(ethylpiperidin-4-yl)propyl, ((2- 
inethoxyethyl)piperidin-3-yl)meth)d, ((2-methoxyethyl)piperidin-4-yl)methyl, 2-((2- 
niethoxyethyl)piperidin-3-yl)ethyl, 2-((2-methoxyethyl)piperidin-4-yl)ethyl, 3-((2- 
inethoxyethyl)piperidin-3-yl)propyl, 3-((2-methoxyethyl)piperidin'4«yl)propyl, (l-(2- 

30 niethylsulphonylethyl)piperidin-3-yI)methyl, (l-(2-methylsulphonylethyl)piperidin-4- 
yl)methyl, 2-((2-methylsulphonylefhyl)piperidin-3-yl)ethyl, 2-((2- 
inethylsulphonylethyl)piperidin-4-yl)e1iiyl,3-((2-mefhyl^ 

3- ((2-me1iiylsulphonylethyl)pipOTdin"4-yl)propyl, l-i5opropylpiperidin-2-yhnethyl, 1- 
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isopropylpiperidm-3-yImethyl, l-isopiopylpiperidm-4-ylinethyl, 2-(l-isopropylpiperidiii-2- 
yl)ethyl, 2-(l-isopropylpiperidm-3-yi)ethyl, 2-(l-isopropylpiperidm-4-yl)ethyl, 3-(l- 
isopropylpiperidm-2-yl)propyl, 3-(l-isopropylpiperidin-3-yl)propyl, 3-(l-isopropylpiperidm- 
5 4-yl)pTopyl, 2-(piperidin-4-yloxy)ethyl, 3-(piperidiii-4-yloxy)propyl, 2-<l- 

(cyanomethyl)piperidm-4-yloxy)ethyl, 3-(l-(cyanomethyl)piperidin-4-yloxy)propyl, 2-(l-(2- 
cyanoethyl)piperidin-4-yloxy)ethyl, 3-(l-(2-cyaiioetliyl)piperidiii-4-yloxy)propyl, 2- 
(pipera2in-l-yl)ethyU 3-(piperazm-l-yl)propyl, (pyrrolidin-2-yl)methyl, 2-(pyrTolidin-l- 
yl)ethyl, 3-(pyrrolidin-l-yl)propyl, (2-oxo-te1iahydro-2^f-pyrrolidin-5'yl)methyl, 5(i?)-(2-oxo- 

10 tetiahydro-2fl-pynrolidm-5-yl)me1iiyl/(5^^^ (1,3- 
dioxolan-2-yl)methyl, 2-(l,3-dioxolan-2-5d)eth>i, 2-(2-methoxyetii34ammo)etliyl, 2-(N-(2- 
me&oxyethyi)-N-methylaniiiio)ethyl, 2-(2-hydroxye%lamino)ethyl, 3-(2- 
methoxyethylamino)prDpyl, 3-(N-(2-methoxyefliyl)-N-methylamino)propyl, 3-(2- 
hydroxyethylamino)propyl, 2-(l,2,3"triazol-l-yl)ethyl, 2-(l,2,3-triazol-2-yl)ethyl, 2-(l,2,4- 

15 triazol-l-yl)ethyl, 2-(l,2,4-triazol-4-yl)ethyl, 4-pyridylmethyl, 2-(4-pyri<iyl)ethyl, 3-(4- 
pyridyl)propyU 2-(4-pyridyloxy)ethyl, 2-(4-pyridyIaniino)ethyl, 2-(4-oxo-l,4-dihydro-l- 
pyridyl)ethyl, 2-(2-oxo-imidazolidin-l-yl)ethyl, 3-(2-oxo-imidazolidin-l-yl)propyl, 2- 
tiiiomorpholinoethyl, 3-thiomorpholinopropyl, 2-(l,l-dioxothiomorpholino)ethyl, 3-(l,l- 
dioxothiomoTpholino)propyl, 2-(2-metlioxyetJioxy)ethyl, 2-(4-methylpiperaziii-l-yl)ethyl, 3- 

20 (4-methylpiperazm-l-yl)propyl, 3-(metibylsuIphmyl)propyl, 3-(methylsulphonyl)propyl, 3- 
(ethylsiilphinyi)propyl, 3-(efhylsulplionyl)prDpyl, 2-(5-methyl-l,2,4-triazoH-yl)ethyl, 
morpholino, 2-((N-(3-moipholinopropylsulphonyl)-N-methyl^ 2-((N-nietiiyl-N-4- 
pyridyl)amino)efhyl, 3-(4-oxidomorpholino)propyl, 2-(2-(4-me11iylpiperazin-l- 
yl)ethoxy)ethyl, 3-(2-(4-methylpiperazm-l-yl)ethoxy)prDpyl, 2-(2-morpliolinoefhoxy)efiiyl, 3- 

25 (2-morpholmoethoxy)propyl, 2-(tetrahydropyran-4-yloxy)ethyl, 3-(tetrahydropyran-4- 
yloxy)propyl, 2-((2-(pyrroIidiii-l-yl)ethyl)carbainoyl)vmyl, 3-((2-(pyrrolidin-l- 
yl)ethyl)carbamoyl)prop-2-en-l-yl, l-(2-pyrroUdinylethyl)piperidiii-4-ylmethyl, l-(3- 
pyrrolidinylpropyl)piperidm-4-ylinethyl, l-(2-piperidinylethyl)piperidin-4-ylinethyl, l-(3- 
pipOTdiiiylpropyl)piperidin-4-ylmetliyl, l-(2-moipholinoethyl)piperidm-4-ylinefhyl, l-(3- 

30 moipholinopropyl)pipOTdm-4-ylmefhyl, l-(2-tliiomoipholinoethyl)piperidin-4-)imethyl, l-(3- 
tMomoiphoUnopropyl)piperidin-4-ylmelh l-(2-azetidinyle&yi)piperidin-4-ylmethyl or l-(3- 
azetidinylpropyl)piperidin-4-ylmethyl, 3-morpholino-2-hydroxypropyl, (2i?>3-morpholino-2- 
hydroxypropyl, (2«S)-3-inorpholino-2-hydroxypropyl, 3-piperidino-2-hydioxypropyl, (2i2)-3- 
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piperidino-2-hydroxypropyl, (2S)-3-piperidSno-2-hydroxypropyl, 3-pym)lidm-l-yl-2- 
hydroxypropyl, (2i?)-3-pyirolidin-l-yl-2-hydroxypiopyl, (2S)-3-pyiiolidin-l-yl-2- 
hydroxypropyl,3-(l-me%lpiperazm-4-yl)-2-hydroxypropyl,(2/?)-3-<l-me%lpip 

5 2-hydroxypropyl, (2S)-3-(l-meHiylpiperazm-4-yl)-2-liydroxypropyl, 3-Qi^-diethylamino)-2- 
hydroxypropyl, (2i2)-3-(N^-diefliylamino)-2-hydroxypropyl, (25)-3-(N,N-diethylamino)-2- 
hydroxypropyl, 3-(isopropylaiiiino)-2-hydroxypiopyl, (222)-3-(isopropylamino)-2- 
hydioxypropyi, (25)-3-(isopropylainmo)-2-hydroxypropyl, 3-QiH-diisopropylammo)-2- 
hydioxypropji (2/J>3-(iy3-Kliisopropylammo)-2-hydroxypropyl or (2S)-3-(N^- 

10 diisopropyiaiiimo)-2-h3«hoxyprop;^]. 

Ih another aspect represents trifluoromethyl, ethoxy, trifluoromethoxy, 2,2,2- 
trifluoroethoxy, 2-hydioxyethoxy, 3-hydroxypropoxy, 2-methoxyeflioxy, 3-meflioxypropoxy, 
2-(methylsulphinyl)eaioxy, 2-(methylsulphonyl)ethoxy, 2-(ethylsu^hin)d)ethoxy, 2- 
(ethylsulphonyl)6thoxy, 2-(N,N-dimethylsulphamoyl)efhoxy, 2-(N-mefliylsulpliainoyl)efhoxy, 

15 2-sulphamoylethoxy, 2-(methylaniino)ethoxy, 3-(methylaiiiino)propoxy, 2- 

(ethylamiiio)ethoxy, 3-(ethylamiDo)propoxy, 2-QLN-<iimethylamino)ethoxy, 3-(N,N- 
dimettiylamino)propoxy, 2-(N,N-dietliylaiinno)eilioxy, 3-(N,H-diethylamiQo)propoxy, 2-(N- 
methyl-M-methylsulphonjdainiiio)ethoxy, 3-(N-methyl-N-methylsulphonylainino)propoxy, 2- 
moipholkoethoxy, 3-morpholiiiopropoxy, 2-piperidmoeflioxy, 3-piperidiiiopropoxy, 2- 

20 (methy^iperidino)eflioxy, 3-(inefhylpiperidiiio)propoxy, 2-(efliylpipeiidino)ethoxy, 3- 
(ethylpiperidino)propoxy, 2-((2-methoxyethyf)piperidino)ethoxy, 3-((2- 
methoxyethyl)piperidino)propoxy, 2-((2-methylsulph.onyl)ethyipipaidin.o)eth.oxy, 3-((2- 
mefliylsulplion>i)ethylpiperidino)propoxy, piperidm-3-5toieflioxy, piperidin-4-yImethoxy, 2- 
(piperidin-3-yl)ethoxy, 2-(piperidm-4-yl)ethoxy, 3-(piperidm-3-yl)propoxy, 3-0>iperidm-4- 

25 yl)propoxy, 2-(piperidm-2-yl)ethoxy, 3-{piperidm-2-yl)propoxy, (l-methylpiperidin-3- 
yl)methoxy, (l-methylpiperidiii-4-yl)methoxy, (l-cyanomethylpiperidin-3-yl)metiioxy, (1- 
cyanometlijipiperidm-4-yl)methoxy,2-(methylpiperidm-3-yl)eth^ 

yl)etiioxy, 2-(l-cyanomethy]piperidm-3-yl)ethoxy, 2-(l-cyanomethylpiperidin-4-yl)ethoxy, 3- 
(methy]piperidin-3-yl)propoxy, 3-(methylpipericlm-4-yl)propoxy, 3-(l-cyanomethylpiperidm- 
30 3-)d)propoxy, 3-(l-cyanomelhylpiperidm-4-yl)propoxy, 2-(etiiy^iperidin-3-yl)eflioxy, 2- 
(etiiylpiperidin-4-yl)ethoxy, 3-(etibyIpiperidin-3-yl)propoxy, 3-(ethylpiperiditt-4-yl)propoxy, 
((2-methoxyettiyl)piperidin-3-yl)methoxy, ((2-methoxyefhyl)piperidm-4-yl)meaioxy, 2-((2- 
methoxyeth)^petidin-3-yl)ethoxy, 2-((2-meaioxyefliyl)piperidin-4-yl)ethoxy, 3-((2- 
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methoxyetiiyl)piperidm-3-yl)propoxy, 3-((2-methoxyethyl)piperidin-4-yl)propoxy, (l-(2- 
methylsulphonyletiLyl)pipOTdiii-3-yl)methoxy, (1 -(2-methylsiilphonylethyl)piperidin-4- 
yl)methoxy, 2-((2-methylsulphonylethyl)piperidin-3-yl)ethoxy, 2-((2- 

5 methylsulphonyletiiyl)piperidm-4-yl)ethoxy, 3-((2-me1hylsulphonylethyi)piperidin-3- 
yl)propoxy, 3-((2-methylsulphonyleth5d)piperi(iin-4-yl)propoxy, l-isopropyIpiperidin-2- 
ylmethoxy, l-isopropylpiperidin-3-ylmethoxy, l-isopropylpiperidin-4-ylinethoxy, 2-(l- 
isopropylpiperidin-2-yl)etiioxy, 2-(l-isopropylpiperidin-3-yl)etlioxy, 2-(l-isopropylpiperidin- 
4-yl)ethoxy, 3-(l-isopropylpiperidin-2-yl)piopoxy, 3-<l-isopropylpiperidm-3-yl)propoxy, 3- 

10 (l-isopropylpiperidin-4-yl)propoxy, 2-(piperidm-4-yloxy)elJioxy, 3-(piperidm-4- 

yloxy)propoxy, 2-(l-(cyanomethyl)piperidm-4-yloxy)ethoxy, 3-(l-(cyanomethyl)piperidm-4- 
yloxy)propoxy, 2-(l-(2-cyanoethyl)piperidiii-4-yloxy)ethoxy, 3-(l-(2-cyaiioetiiyl)piperidm-4- 
yloxy)propoxy, 2-(piperazin"l-yl)ethoxy, 3-(piperazin-l-yl)propoxy, (pyrrolidin-2- 
yl)inethoxy, 2-(pyrrolidin-l-yl)ethoxy, 3-(pyrrolidm-l-yl)propoxy, (2-oxo-tetrahydro-2fl- 

15 pyrrolidin-5-yl)iiiethoxy, 5(i?)-(2-oxo4etrahydro-2//-pyirolidin-5-yl)methoxy, (55)-(2-oxo- 
tetrahydro-2ii'-pyrrolidin-5-yl)inethoxy, (l,3-dioxolan-2-yl)methoxy, 2-(l,3-dioxolan-2- 
yl)ethoxy, 2-(2-methoxyethyIamino)efhoxy, 2-QJ-(2"inethoxyethyl)-N-methylammo)ethoxy, 
2-(2-liydioxyethylamino)ettioxy, 3-(2-metiK)xyetiiylainino)propoxy, 3-(N[-(2-niethoxyeHiyl)- 
N-methylatnino)propoxy, 3-(2-hydroxyBthylainino)propoxy, 2-(l^,3-triazoH-yl)ethoxy, 2- 

20 (1 A3-triazol-2-yl)eflioxy, 2-(l,2,4-triazol-l-yl)ethoxy, 2-(l,2,4-triazol-4-yl)ethoxy, 4- 
pyridylmethyl, 2-(4-pyridyl)ethyl, 4-pyridylmethoxy, 2-(4-pyridyl)eflioxy, 3-(4- 
pyridyl)propoxy, 2-(4-pyridyloxy)ethoxy, 2-(4-pyridylamino)ethoxy, 2-(4-oxo-U4-diliydro-l- 
pyridyl)ethoxy, 2-(2-oxo-iimdazolidin-l-yl)ethoxy, 3-(2-oxo-imidazoUdin-l-yl)propoxy, 2- 
thiomorpholinoethoxy, 3-thiomorpholinopropoxy, 2-(l,l-dioxothiomorpholino)ethoxy, 3- 

25 (l,l-dioxothiomoTpholiiio)propoxy, 2-(2-inethoxyethoxy)ethoxy, 2-(4-inethylpiperazin-l- 
yl)ethoxy, 3-(4-methylpiperazin-l-yl)propoxy, 3-(niethylsulphinyl)propoxy, 3- 
(methylsulphonyl)propoxy, 3-(ethylsulphinyl)propoxy, 3-(ethylsulphonyl)propoxy, 2-(5- 
methyl-lA4-triazol4-yl)ethoxy,2-<(N-(3-moipholinopropyk^ 
methyl)aniino)efhoxy, 2-((N-methyl-M-4-pyridyl)amiiio)efho^^ 3-(4- 

30 oxidomorplioliiio)pix)poxy, 2-(2-(4-methylpipera2m-l-yl)ethoxy)etiioxy, 3-(2-(4- 
methylpiperazm-l-yl)ethoxy)propoxy, 2-(2-morpholiiioethoxy)ethoxy, 3-(2- 
morpholiiioethoxy)propoxy, 2-(tetrahydropyraQ-4-yloxy)ethoxy, 3-(tetrahydropyran-4- 
yloxy)propoxy, 2-((2-(pyiTOlidin-l-yl)e%l)carbamoyl)vinyl, 3-((2-(pyirolidin-l- 
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yI)ethyl)carbamoyl)piop-2-en-l-yloxy, l-(2-pyrro]idinylethyl)piperidin-4-y]niethoxy, l-(3- 
pyiToUdmylprqpji)piperidm-4-ylmethoxy, H2-piperidmylethyl)piperidin-4-ylmethoxy, l-(3- 
pipaidinylpropyl)piperidin-4-ylmethoxy, l-(2-morpholinoethyl)piperidiii-4-3toieflioxy, l-(3- 
5 morpholiaopropy^ipaidm-4-)teieflioxy, l<2-lMomorpholinoethyI)piperidm-4-y]methoxy, 
l-(3-thiomoipholinoprop)d)piperidm-4-ylmethoxy, l-(2-azetidmylethyl)piperidm-4- 
yimeflioxyor l-(3-azetidinylpropyl)piperidin-4-y]methoxy, 3-morpholiQo-2-hydroxypropoxy, 
(2/?)-3-morpholino-2-hydroxypropoxy,(25)-3-moipholino-2-hydroxypropoxy,3-piperi 
hydroxypropoxy, (2i?)-3-piperidmo-2-hydToxypropoxy, (25)-3-piperidino-2-hydroxypropoxy, 
10 3-pyrrolidin-l-yl-2-hydroxypropoxy, (2/?)-3-pyrrolidiii-l-yl-2-hydroxypropoxy, (2S)-3- 
pyirolidm-l-yl-2-hydroxypropoxy, 3-(l-methylpiperazin-4-yl>2-hydroxypiDpoxy, (2/?)-3-(l- 
me%lpiperazm-4-yl>2-hydioxypropoxy,(25)-3-(l-methylpipera2m-^^^ 
3-(liH-^e1h>4aimno)-2-hydroxypropoxy,(2/?)-3-Gyi-diethy^ 

(2iS)-3-(N^-diethylammo)-2-hydroxypropoxy, 3-(isopropylammo>2-hydroxyprDpoxy, (2i?)- 
15 3<isopiopylainino>2-hydioxypropoxy, (25)-3-(isopn>pylainmo>2-hydioxypiopoxy, 3-QiN- 
diis<q)ropyiaimno)-2-hydroxypropoxy, (2/?>3-QiN-^iisopropylanmio)-2-hydroxypropoxy or 
(25)-3-CN^-dusopiop5iammo)-2-hydroxypropoxy. 

Iq another aspect of the present invention there is provided the use of compounds of 
the formula la: 



20 



25 




da) 

wherein ring C, R\ R', R^ m and n are as defined hereinbefore and Za represents -0-, -CH2-, 
-NH- or -S-; or a salt thereof, or a prodrug thereof for example an ester or an amide, in the 
30 manufacture of a medicament for use in the production of an antiangiogenic and/or vascular 
permeability reducing effect in warm-blooded animals such as humans. 

In another aspect of the presoit invention there is provided the use of conq)ounds of 
the formula lb: 
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5 




(lb) 

10 

wherem ring C,- R?*, R^ R^, m and n are as defined hereinbefore and Zb represents -0-, 
-NH- or -S-; or a salt thereoi^ or a prodrug thereof for example an ester or an amide, in the 
manufacture of a medicament for use in the production of an antiangiogenic and/or vascular 
pemeability reducing effect in warm-blooded animals such as humans. 
15 In another aspect of the present invention there is provided the use of compounds of 

the formula Ic: 



20 




25 (Ic) 

wherein ring C, R^, R^, R^, m and n are as defined hereiabefore and Zc represents -0-; or a 
salt thereoi^ or a prodrug thereof for example an ester or an amide, in the manufacture of a 
medicament for use in tbe production of an antiangiogenic and/or vascular permeability 
30 reducing effect in wami-blooded animals siich as humans. 

According to another aspect of the present invention there is provided a compound 
of the formula I as defined hereinbefore and salts thereof and prodrugs thereof for example 
esters and amides. 
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According to another aspect of the present invention tibere is provided a compound 
of the fonnula as defined hereinbefore and salts thereof, and prodrugs thereof for example 
esters, amides and sulphides, preferably esters and amides. 
5 According to another aspect of the present invention there is provided a compound 

of the formula la as defined hereinbefore and salts thereof, and prodrugs thereof for example 
esters and amides. 

According to another aspect of the present invention there is provided a compound 
of the formula lb as defined hereinbefore and salts thereof and prodrugs thereof for example 
10 esters and amides. 

According to another aspect of the present invention there is provided a compound 
of llie formula Ic as defined hereinbefore and salts thereof, and prodrugs thereof for example 
esters and amides. 

According to another aspect of the present invention there is provided a compound 
15 of the formula lb as defined hereinbefore with the proviso that: 
if Z is -S- then at least one is not hydrogen; 

if Z is -O- then at least one is not selected firom hydrogen, methoxy, nitro, cyano, chloro 
and amino and if R^ is a group R^-X^ then is not selected fix)m -NR^^-, -C(0)NR''- and 
-C(0)s 

20 if Z is -NH- then at least one R^ is not selected fi-om hydrogen, methyl, trifluoromethyl, nitro, 
amino, carbamoyl, methylsulphonyl, benzyl, phenylcarbonylamino, benzylcarbamoyl and 
benzylsulphanyl and if R^ is a group R^-X* then X^ is not selected 6om -NR^*^- and a direct 
bond; 

and salts thereof, and prodmgs thereof for example esters and amides. 
25 According to another aspect of the present iavention there is provided a compound 

of the formula Ic as defined hereinbefore with the proviso that at least one R^ is not selected 

firom hydrogen, methoxy, nitro, cyano, chloro and amino and if R^ is a group R^-X^ then X^ is 

not selected firom -NR^°-, -C(0)NR^« and -C(0)-; 

and salts th^eof, and prodrugs thereof for example esters and amides. 
30 A preferred compound ofthe present invention is 

2-(2-methylindol-5-yloxy)-5-trifluoromethylpyridine 

and salts thereof 
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For the avoidance of doubt it is to be understood that where in this specification a 
group is qualified by 'hereinbefore defined' or 'defined hereinbefore' the said group 
encompasses the first occurring and broadest definition as well as each and all of the preferred 
5 definitions for that group. 

In this specification unless stated otherwise the term "alkyl" mcludes both straight 
. and branched chain alkyl groups but references to individual alkyl groups such as "propyl" are 
specific for the straight chain version only. An analogous convention applies to other generic 
terms. Unless otherwise stated the term "alkyl" advantageously refers to chains with 1-6 

10 carbon atoms, preferably 1-4 carbon atoms. The term "alkox/' as used herein, unless stated 
otherwise includes "alkyl"-0- groups in which "alkyl" is as hereinbefore defined. The term 
"aryl" as used herein unless stated otherwise includes reference to a Ce-io aryl group which 
may, if desired, carry one or more substituents selected fi-om halogeno, alkyl, alkoxy, nitro, 
trifluoromethyl and cyano, (wherein alkyl and alkoxy are as hereinbefore defined). The term 

1 5 "aiyloxy** as used herein unless otherwise stated includes "aryr'-O-groups in which "aryl" is 
as hereinbefore defined. The tenn "sulphonyloxy" as used herein refears to alkylsulphonyloxy 
and arylsulphonjdoxy groups in which "attyl" and "aryl" are as hereinbefore defined. The 
term "alkanoyl" as used herein unless otherwise stated includes formyl and alkylOO groups 
in which "alkyl" is as defined hereinbefore, for example C2alkanoyl is ethanoyl and refers to 

20 CH3CK), Cialkanoyl is formyl and refers to CHO. In this specification unless stated 
otherwise the term "alkenyl" includes both straight and branched chain alkenyl groups but 
references to individual alkenyl groups such as 2-butenyl are specific for the straight chain 
version only. Unless otherwise stated the term "alkenyl" advantageously refers to chains with 
2-5 carbon atoms, preferably 3-4 carbon atoms. In this specification unless stated otherwise 

25 the term "alkynyl" includes both straight and branched chain alkynyl groups but references to 
individual alkyn>i groups such as 2-butynyl are specific for the straight chain version only. 
Unless otherwise stated the term "alkynyl" advantageously refers to chains with 2-5 carbon 
atoms, preferably 3-4 carbon atoms. Unless stated otherwise the term 'lialoalkyl" refers to an 
alkyl group as defined hereinbefore which bears one or more halogeno groups, such as for 

30 example trifluoromethyl. 

For the avoidance of any doubt, where has a value of substituted or unsubstituted 
Ci-salkyl, has been selected from Ci-aalkyl or firom a group R^X^ wherein is a direct 
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bond or -CH2- and is Ci.salkyl which may be unsubstituted or which may be substituted 
with one or more groups selected from hydroxy, fluoro, chloro, bromo and amino. 

Within the present invention it is to be und^tood that a compound of the formula I or 
5 a salt thereof may exhibit the phenomenon of tautomerism and that the fonnulae drawings 
withia this specification can represent only one of the possible tautomeric fomis. It is to be 
understood that the invention encompasses any tautomeric form which inhibits VEGF 
receptor tyrosine kinase activity and is not to be hmited merely to any one tautomeric form 
utilised within the formulae drawings. The fonnulae drawings within this specification can 

1 0 represent only one of the possible tautomeric forms and it is to be understood that the 
specification encompasses all possible tautomeric forms of the compounds drawn not just 
those forms which it has been possible to show gr^hically herein. 

It will be q>preciated that con^)ounds of the formula I or a salt thereof may possess an 
asjmmetric carbon atom. Such an as3anmetric carbon atom is also involved in the 

1 5 tautomerism described above, and it is to be understood that tiie present invention 
encompasses any chiral form (including both pure enantiom^, scalemic and racemic 
mixtures) as well as any tautomeric form which inhibits VEGF receptor tyrosine kinase 
activity, and is not to be limited merely to any one tautomeric form or chiral form utilised 
within the fonnulae drawings. It is to be understood that the invention encompasses all 

20 optical and diastereomers which inhibit VEGF receptor tyrosine kinase activity. It is further 
to be understood that in the names of chiral compounds (RJS) denotes any scalemic or racemic 
mixture while (R) and (S) denote the enantiomers. In the absence of (RJS)^ (R) or (S) in the 
name it is to be rmderstood that the name refers to any scalemic or racemic mixture, wherein a 
scalemic mixture contains R and S enantiomers in any relative proportions and a racemic 

25 mixture contains i2 and 5 enantiomers in the ration 50:50. 

It is also to be understood that certain compounds of the formula I and salts thereof can 
exist in solvated as well as unsolvated forms such as, for example, hydrated forms. It is to be 
understood that the invention encompasses all such solvated forms which inhibit VEGF 
receptor tyrosine kinase activity. 

30 For the avoidance of any doubt, it is to be understood that when is, for example, a 

group of formula -NR^C(O)-, it is the nitrogen atom bearing the group which is attached to 
ring C and the carbonyl (C(0)) group is attached to whereas when is, for example, a 
group of formula -C(0)NR^-, it is the carbonyl group which is attached to ring C and the 
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nitrogea atom bearing fhe group is attached to R^. A similar com^ention ^plies to the 

otiier two atom liiddng groups such as -NR^S02- and -SO2NR*-. When is -NR^°- it is 

the nitrogen atom bearing the R^^ groiq) which is linked to ring C and to R^. An analogous 
5 convention applies to other groups. It is further to be understood that when X^ represents - 

NR^^- and R^^ is Ci-3alkoxyC2.3alkyl it is the Ca-aalkyl moiety which is linked to the nitrogen 

atom of X^ and an analogous convration s^pUes to other groups. 

For the avoidance of any doubt, it is to be understood that in a compound of the 

formula I when R^ is, for example, a group of formula C^3alkylX^Cl.3alkylR^^ it is the 
10 temmial Ci-ialkyl moiety which is linked to X^ similarly when R^ is, for example, a group of 

formula C2.5alkenylR^^ it is the C2.5^enyl moiety which is linked to X^ and an analogous 

convention applies to other groups. When R^ is a groi^ l-R^^prop-l-en-3-yl it is the first 

carbon to which the group R^^ is attached and it is the third carbon which is linked to X^ and 

an analogous convention apphes to other groups. 
15 For the avoidance of any doubt, it is to be understood that in a compound of the 

formula I when R^ is, for example, R^^ and R^^ is a pyrrohdinyl ring which bears a group -(-O- 

)f(CMalkyl)griiigD, it is the -O- or CMalkyl which is linked to the pyrrolidinyl ring, unless f 

and g are both 0 when it is ring D which is linked to the pyrrolidinyl ring and an analogous 

convention applies to other groups. 
20 For the avoidance of any doubt, it is to be understood that when R^^ carries a Ci. 

4aminoalkyl substituent it is the C^alkyl moiety which is attached to R^^ whereas when R^^ 

carries a CMalkylamino substituent it is the amino moiety which is attached to R^^ and an 

analogous convention appUes to other groups. 

For the avoidance of any doubt, it is to be understood that when R^^ carries a Ci. 
25 4alkoxyCMalkyl substituent it is the Ci^alkyl moiety which is attached to R^^ and an 

analogous convention apphes to other groups. 

For the avoidance of any doubt, it is to be understood that when R^ is -Ci-5alkyl(ring 

B) it is the alkyl chain which is linked to the indole groiqp and ring B is attached to the alkyl 

chain and an analogous convention appUes to other groups. 
30 For the avoidance of any doubt, it is to be understood that when R^ is C2- 

salkenylaminoCMalkyl, it is the CMalkyl group which is linked to the nitrogen atom of fhe 5- 

membered ring and an analogous convention applies to other groups. 
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The present invention relates to the compounds of formula I as hereinbefore dejSned as 
well as to the salts thereof. Salts for use in pharmaceutical compositions will be 
pharmaceutically acceptable salts, but other salts may be useful in the production of the 

5 compounds of formula I and their phamiaceutically acceptable salts. Pharmaceutically 
acceptable salts of the invention may, for example, include acid addition salts of tihe 
compounds of formula I as hereinbefore defined which are sufficiently basic to form such 
salts. Such acid addition salts include for example salts with inorganic or organic acids 
affording pharmaceutically acceptable anions such as with hydrogen halides (especially 

1 0 hydrochloric or hydrobromic acid of which hydrochloric acid is particularly preferred) or with 
sulphuric or phosphoric acid, or with trifluoroacetic, citric or maldc acid. In addition where 
tiie compounds of formula I are suflBciently acidic, pharmaceutically acceptable salts may be 
formed with an inorganic or organic base which affords a pharmaceutically acceptable cation. 
Such salts with inorganic or organic bases include for example an alkali metal salt, such as a 

1 5 sodium or potassium salt, an alkaline earth metal salt such as a calcium or magnesium salt, an 
ammonium salt or for example a salt with methylamine, dimethylamine, trimethylamine, 
piperidine, morpholine or tris-(2-hydroxyethyl)amine. 

A compound of the formula I, or salt thereoJ^ and other compounds of the invention 
(as heremafter defined) may be prepared by any process known to be applicable to the 

20 preparation of chemically-related con:q)ounds. Such processes include, for example, tihose 
illustrated in hitemational Patent Application Publicaiton No. WO 00/47212 (AppUcationNo. 
PCT/GBOO/00373). Such processes also include, for example, sohd phase synthesis. Such 
processes, are provided as a further feature of the invention and are as described hereinafter- 
Necessary starting materials may be obtained by standard procedxures of organic chemistry. 

25 The preparation of such starting materials is described within the accompanying non-limiting 
Examples. Altematively necessary starting materials are obtainable by analogoiis procedures 
to those illustrated which are within the ordinary skill of an organic chemist 

Ihus, the following processes (a) to (f) and (i) to (vi) constitute further features of 
the present invention. 

30 

Synthesis of Compounds of Formula I 

(a) Compounds of the formula I and salts tiiereof may be prepared by the reaction of a 
conapound of the formula HI: 
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5 

m 

(wherein ring C, and m are as defined hereinbefore and is a displaceable moiety), with a 
compound of tiie foimnla IV: 

10 



15 




(IV) 

20 (wherein R**, R\ Gi, G2, G3, G4, G5, Z and n are as defined hereinbefore) to obtain compounds 
of the formula I and salts thereof. A convenient displaceable moiety is, for example, a 
halogeno, alkoxy preferably CMalkoxy), aryloxy, alkylsulphanyl, arylsulphanyl, 
alkoxyalkyls\ilphanyl or sulphonyloxy group, for example a chloro, bromo, methoxy, 
phenoxy, methylsulphanyl, 2-methoxyethylsulphanyl, methanesulphonyloxy or 

25 toluene-4-sulphonyloxy group. 

The reaction is advantageously effected in the presence of a base. When Z is -O- 
such a base is, for example, an organic amine base such as, for example, pyridine, 2,6-lutidine, 
coUidine, 4-dimethylaminopyridine, triethylamine, morpholine, N-melhyhnorpholine or 
diazabicyclo[5.4.0]undec-7-ene, tetramethylguanidine or for example, an alkali metal or 

30 alkaline earth metal carbonate or hydroxide, for example sodium carbonate, potassium 
carbonate, cesium carbonate, calcium carbonate, sodium hydroxide or potassium hydroxide. 
Alternatively such a base is, for example, an alkali metal hydride, for example sodium 
hydride, or an alkali metal or alkaline earfh metal amide, for example sodium amide, sodium 
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bis(trimethylsilyl)amide, potassium amide or potassium bis(trimefhylsilyl)ainide. The 
reaction is preferably effected in the presence of an inert solvent or diluent, for example an 
ether such as tetrahydrofuran or 1,4-dioxan, an aromatic hydrocarbon solvent such as toluene, 
5 or a dipolar aprotic solvent such as N,N-dimetiiylformamide, iiN-dimethylacetamide, 
N-methylpyrrolidm-2-one or dimethyl sulphoxide. The reaction is conveniently effected at a 
temperature in the range, for example, 10 to ISO'^C, preferably in the range 20 to 1 10°C. 

When Z is -NH- the reaction is advantageously effected in the presence of either an 
acid or a base. Such an acid is for example, an anhydrous morganic acid such as hydrochloric 
1 0 acid, in the presence of a piotic solvent or diluent, for example an alcohol or ester such as 
methanol, eftanol, 2-propanol, 2-pentanol. 

When it is desired to obtain the acid salt, the free base may be treated widi an acid 
such as a hydrogen halide, for example hydrogen chloride, sulphuric acid, a sulphonic acid, 
for example methane sulphonic acid, or a carboxylic acid, for example acetic or citric acid, 
15 using a conventional procedure. 

(b) Production of those compounds of formula I and salts thereof wherein at least one 

is R^X^ wherein R^ is as dejBned hereinbefore and is -0-, -S-, -OC(0)- or -NR^°- 
(wherein R^^ independently represents hydrogen, Ci-aalkyl or Ci-3alkoxyC2.3alkyl) can be 
achieved by the reaction, conveniently in the presence of a base (as defined hereinbefore in 
20 process (a)) of a compound of the formula V: 



25 




(V) 

(vdierein ring C, R^ Z, Gi, Gb. Qj, G4, G5, R\ and n are as hereinbefore defined and X' is 
as hereinbefore defined in ibis section and s is an integer fi:om 0 to 3) wifh a compound of 
formula VI: 
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R^-L' (VT) 

(wherein and are as hereinbefore defined), is a displaceable moiety for example a 
5 halogeno or sulphonyloxy group such as a bromo, methanesulphonyloxy or toluene-4- 

sulphonyloxy group, or may be generated in situ firom an alcohol under standard Mitsunobu 
conditions ("Organic Reactions", John Wiley & Sons Inc, 1992, vol 42, chapter 2, David L 
Hughes). The reaction is preferably effected in the presence of a base (as dejSned hereinbefore 
in process (a)) and advantageously in the presence of an inert solvent or diluent (as defined 
10 herembefore in process (a)), advantageously at a temperature m the range, for sample 10 to 
150°C, conveniently at about 50^C. 

(c) Compounds of the formula I and salts thereof wherein at least one R^ is R^X* 
wherein R^ is as defined hereinbefore and is -0-, -S-, -0C(0)- or -NR^^- (wherein R*^ 
represents hydrogen, Ci-aalkyl or Ci-aalkoxyCz-salkyl) may be prepared by the reaction of a 
1 5 compound of the formula YU: 




20 



(Vn) 

25 with a compound of the formula VDI: 

R^-X^-H (vm) 

(wheremring C, L\ R\ R^ R^ R^ Gi, G2, G3, G4, G5, Z, n and s are all as hereinbefore 
30 defined and X^ is as hereinbefore defined in this section). The reaction may conveniently be 
effected in the presence of a base (as defined hereinbefore in process (a)) and advantageously 
in the presence of an inert solvent or diluent (as defined hereinbefore in process (a)). 
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advantageonsly at a temperature in the range, for example 10 to 150°C, conveniently at about 
100°C. 

(d) Compounds of the fonnnla I and salts thereof wherein at least one is R^X^ wherein 
5 XMs as defined hereinbefore and R^ is Ci-saUcylR^^, wherein R^^ is selected fi"om one of the 
following nine groups: 

1) X^^Ci.salkyl (wherein X^^ represents -0-, -S-, -SO2-, -NR^^C(O)- or-NR^SOa- (wherein 
R^^ and R^ which may be flie same or different are each hydrogen, Cusalkyl or CusalkoxyCa- 
salkyl); 

10 2) NR^^^^ (wherein R^^ and R^^ which may be the same or different are each hydrogen, Ci. 
aalkyl or Ci.3alkoxyC2.3alkyl); 

3) X"Ci.5alkylX^^ (wherein X" represents -0-, -S-, -SO2-, -NR^^C(0>, -NR^^SCb- or- 
NR^'- (wherean R^^ R^^ and R^^ which may be the same or different are each hydrogen, Ci- 
aalkyl or Ci-3alkoxyC2-3alkyl) and X^ and R^ are as defined herembefore); 
15 4) R^^ (wherein R^^ is as defined hereinbefore); 

5) X^V (wherein X^^ represents -S-, -SO2-, -NR'^C(0)-, -NR^'SOi-. or-NR*^^- 
(wherein R^°, and R^^ which maybe the same or different are each hydrogen, Ci-salkyl or 
Ci.3alkoxyC2.3alkyl) and R^^ is as defined hereinbefore); and 

6) X^^Ci-aalkylR^^ (whereinX*^ represents -O, -S-, -SO2-, -NR^^C(0>, -NR^'^S02- or-NR^^- 
20 (wherein R^^, R^^ and R^^ each independently represents hydrogen, Ci.salkyi or 

Ci-3aIkoxyC2-3alkyl) and R^^ is as defined hereinbefore); 

7) R^^ (wherein R^^ is as defined hereinbefore); 

8) X^^C walkylR^^ (wherein X*^ and R^^ are as defined hereinbefore); and 

9) R^'*(CMalkyl)q(X\R^^ (wherein q, r, X^ R^"* and R^^ are as defined hereinbefore); 
25 may be prepared by reacting a compound of the formula IX: 



30 
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m 

10 

(wherein ring C, L\ X\ R^, R\ R^, Gu Ga, G3, G4, G5, Z, n and s are as hereinbefore defined) 
with a compound of the formula X: 

R^^-H (X) 

15 (wherein R^^ is as defined hereinbefore) to give a compound of the formula I or salt tiiereof. 
The reaction may conveniently be effected ia the presmce of a base (as defined hereinbefore 
in process (a)) and advantageously in the presmce of an inert solvent or diluent (as defined 
hereinbefore in process (a)), and at a temperature in the range, for example 0 to ISO^'C, 
conveniently at about 50®C. 

20 Processes (a) and (b) are preferred over processes (c) and (d). 

Process (a) is preferred over processes (b), (c) and (d). 
(e) The production of those compounds of the formula I and salts thereof wherein one or 
more of the substituents (R^)m is represented by -NR^^^^, where one (and the other is 
hydrogen) or both of R^^ and R^^ are Ci-3allsyl, may be effected by the reaction of compounds of 

25 formula I wherein the substituent (R^)m is an amino group and an alkylating agent, preferably in 
the presence of a base as defined hereinbefore. Such alkylating agents are Ci-aalkyl moieties 
bearing a displaceable moiety as defined hereinbefore such as Ci-aalkyl halides for example Ci. 
3alkjd chloride, bromide or iodide. The reaction is preferably effected in the presence of an 
inert solvent or diluent (as defined hereinbefore in process (a)) and at a tenq)erature in the 

30 range, for example, 10 to 100°C, conveniently at about ambient temperature. The production of 
compounds of formula I and salts thereof wherein one or more of the substituents R^ is an 
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amino group may be effected by the reduction of a corresponding compound of formula I 
wherein the substituent(s) at the corresponding position(s) of ring C is/are a nitro groitp(s). The 
reduction of the nitro groiQ) may conveniently be effected by any of the procedures known for 
S such a transformation. The reduction may be carried out» for example, by the hydrogenation of 
a solution of the nitro compound in the presence of an inert solvent or diluent as defined 
hereinbefore in the presence of a metal effective to catalyse hydrogenation reactions such as 
palladium or platinum. A forther reducing agent is, for example, an activated metal such as 
activated iron (produced for example by washing iron powder with a dilute solution of an acid 

10 such as hydrochloric acid). Thus, for example, the reduction may be effected by heating the 
nitxo compomid and the activated metal in the presence of a solvent or diluent such as a mixture 
of water and alcohol, for example methanol or ethanol, to a temperature in the range, for 
example 50 to 150°C, conveniently at about TO'^C. 

Where the reduction is effected in the presence of activated iron, this is 

15 advantageously produced m situ, conveniently by the use of iron, generally iron powder, in the 
presence of acetic acid/water and preferably at about lOO^C. The production of a compound 
of formula I and salts thereof wherein the substituent(s) at the corresponding position(s) of 
ring C is/are a nitro group(s) may be effected by the processes described hereinbefore and 
hereinafter in processes (a-d) and (i-v) using a compound selected from the compounds of the 

20 formulae (I-XVII) in which the substituent(s) at the corresponding position(s) of ring C is/are 
a nitro group(s). 

(f) Compounds of the formula I and salts thereof wherein is -SO- or -SO2- may be 
prepared by oxidation from the corresponding compound in which is -S- or -SO- (when X^ 
is -SO2- is required in the final product). Conventional oxidation conditions and reagents for 
25 such reactions are well known to the skilled chemist 
Synthesis of Intermediates 

(i) The compounds of formula HI and salts thereof in which is halogeno may for 
example be prepared by halogenating a compound of the formula Xt 



0 



30 
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wherein ring C, and m are as hereinbefore defined. 

Convenient halogenating agents include inorganic acid halides, for example thionyl 
chloride, phosphorusCHOchloride, phosphonis(V)oxychloride and phosphorus(V)chloride. 

5 The halogenation reaction may be effected in the presence of an inert solvent or diluent such 
as for example a halogenated solvent such as methylene chloride, trichloromethane or carbon 
tetrachloride, or an aromatic hydrocarbon solvent such as benzene or toluene, or the reaction 
may be effected without the presence of a solvent. The reaction is conveniently effected at a 
temperature in the range, for example 10 to ISO^'C, preferably in the range 40 to lOO^C. 

10 The compounds of formula XI and salts thereof may, for example, be prepared by 

reacting a compound of the formula XH: 



O 



15 




(XII) 

(wherein ring C, R^, s and are as hereinbefore defined) with a compound of the formula 

Vin as hereinbefore defined. The reaction may conveniently be effected in the presence of a 
20 base (as defined hereinbefore in process (a)) and advantageously m the presence of an mert 

solvent or diluent (as defined hereinbefore in process (a)), advantageously at a temperature in 

the range, for example 10 to ISO'^C, conveniently at about 1 lO'^C. 

The compounds of formula XI and XII and salts thereof may be prepared by any of the 

methods known in the art of heterocychc organic chemistry. 
25 The compounds of formula HI and salts thereof wherein at least one R^ is R^X^ and 

wherein X^ is -0-, -S-, .SO2-, -0C(0)-, .C(0)NR^-, -SOjNR^- or -NR^^- (wherein R^ R^ and 

R^° each independently represents hydrogen, Ci-salkyl or Ci-3alkoxyC2.3alkyl), may also be 

prqpared for example by reacting a compound of the formula XIII: 



30 
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5 




(Xffl) 

(wherein ling C, and s are as hereinbefore defined, is as hereinbefore defined in this 
10 . section and I? represents a displaceable protecting moiety) with a conorpound of the formula 
VI as hereinbefore defined, whereby to obtain a compound of formula HI in which is 
represented by 

A compound of formula XDI is conveniently used in which 1? represents a chloro 
group or a phenoxy group which may if desired carry up to 5 substituents, preferably up to 2 
1 5 substituents, selected from halogeno, nitro and cyano. The reaction may be conveniently 
efifected under conditions as described for process (b) hereinbefore. 

The compounds of formula XIU and salts thereof may for exanaple be prepared by 
deprotecting a compound of the formula XIV: 




(wherein ring C, R^, s and are as hereinbefore defined, is a protectmg group and X* is as 
hereinbefore defined in the section describing compoimds of the formula XXD). The choice of 
25 protecting group is within the standard knowledge of an organic chemist, for example those 
included in standard texts such as "Protective Groups in Organic Synthesis" T.W. Greene and 
R.G.M.Wuts, 2nd Ed. Wiley 1991, including N-sulphonyl derivatives (for example, p- 
toluenesulphonyl), carbamates (for example, t-butyl caibonyl), N-alkyl derivatives (for 
example, 2-chloroethyl, beuTyl) and anaino acetal derivatives (for example benz>ioxymethyl). 
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The removal of such a protecting group may be effected by any of the procedures known for 
such a transformation, including those reaction conditions indicated in standard texts such as 
that indicated hereinbefore, or by a related procedure. Deprotection may be effected by 
5 techniques well known in the literature, for example where represents a benzyl group 
deprotection may be eflfected by hydrogenolysis or by treatment with trifluoroacetic acid. 

One compound of formula m may if desired be converted into another compound of 
formula III in which the moiety is differmt Thus for example a compound of formula HI 
in which is other tibian halogeno, for example optionally substituted phenoxy, may be 
10 converted to a compound of formula IH in which is halogeno by hydrolysis of a compound 
of formula IH (in which is other than halogeno) to yield a compound of formula XI as 
hereinbefore defibaed, followed by introduction of halide to the compound of formula XI, thus 
obtained as hereinbefore defined, to yield a compound of formula HI in which represents 
halogen. 

15 (ii) Compounds of formula IV may be prepared by any of the methods known in the 

art, such as for example those described in "Indoles Part T\ 'Indoles Part H", 1972 John Wiley 
& Sons Ltd and 'Indoles Part m" 1979, John Wiley & Sons Ltd, edited by W. L Houlihan. 
Compounds of formula IV may be prepared by any of the methods described in the Examples 
hereinafter. 

20 Compounds of formula IV maybe prepared by any of the processes described in International 
Patent Application Publication No. WO 00/47212, the entire content of which is included 
herein by reference, with particular reference to the processes described in WO 00/47212 in 
Examples 48, 182 237, 242, 250 and 291 therein. 

For example the azaindole 2-methyl-li^pyrrolo[2,3-6]pyridin-5-ol, may be prepared 
25 according to the method described in Reference Example 1 hereinafter. 

(iii) Compounds of formula V as hereinbefore defined and salts thereof may be made by 
deprotecting the compound of formula XV: 



30 
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(wharein ring C, R^ Z, R\ Gi, Gb, C^, G4, Gs, n and s are as hereinbefore defined and 

is as hereinbefore defined in flie section describing compounds of the formula V) by a 
process for example as described in (i) above. 

Compounds of the formula XV and salts thereof maybe made by reacting 
15 compounds of the formxxlae XIV and IV as hereinbefore defined, under the conditions 
described in (a) hereinbefore, to give a compound of the formula XV or salt thereof 
(iv) Compounds of the formula vn and salts thereof may be made by reacting a 
compound of the formula XVI: 



20 




(XVI) 

25 (wherein ring C, R^, s and each are as hereinbefore defined and the in the 4-position and 
the other in a fiirther position on ring C may be the same or different) with a compound of 
the formula IV as hereinbefore defined, the reaction for example being effected by a process 
as described in (a) above. 

(v) Compounds of formula K as defined hereinbefore and salts thereof may for 
30 example be made by the reaction of compounds of formula V as defined hereinbefore with 
compounds of the formula XVII: 



L^-Ci.salkyl-L^ 



(XVE) 
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(wherein is as hereinbefore defined) to give compounds of formula DC or salts thereof! The 

reaction may be effected for example by a process as described in (b) above. 

(vi) Intermediate compounds wherein is -SO- or -SO2- may be prepared by oxidation 
5 firom the corresponding compound in which is -S- or -SO- (when X^ is -SO2- is required in 

the final product). Conventional oxidation conditions and reagents for such reactions are well 

known to the skilled chemist. 

When a phannaceutically acceptable salt of a compound of the formula I is required, 

it may be obtained, for example, by reaction of said compound with, for exmsplo, an acid 
1 0 using a conventional procedure, the acid having a pharmaceutically acceptable anion. 

Many of the intermediates defined hereio, for example, fliose of the formulae IV, V, 

Vn, IX and XV are novel and these are provided as a further feature of the invention. The 

prq)aration of these compounds is as described herein and/or is by methods well known to 

persons skilled in the art of organic chemistry. 
1 5 The identification of compounds which potently inhibit the tyrosine kinase activity 

associated with VEGF receptors such as Fit and/or KDR and which inhibit angiogenesis 

and/or increased vascular pemaeabiUty is desirable and is the subject of the present invention. 

These properties may be assessed, for example, using one or more of tiie procedures set out 

below: 

20 (a^ In Vitro Receptor Tvrosme gi nage Tnhihi tion Test 

This assay determines the ability of a test compound to inhibit tyrosine kinase 
activity. DNA encoding VEGF, FGF or EGF receptor cytoplasmic domains may be obtained 
by total gene synthesis (Edwards M, hitemational Biotechnology Lab 5(3), 19-25, 1987) or by 
cloning. These may then be expressed in a suitable expression system to obtain polypeptide 

25 with tyrosine kinase activity. For example VEGF, FGF and EGF recqptor cytoplasmic 
domains, which were obtained by expression of recombinant protein in insect cells, were 
found to display intrinsic tyrosine kinase activity. In the case of the VEGF receptor Fit 
(Genbank accession number X51602), a l.Tkb DNA firagment encoding most of the 
cytoplasmic domain, cormnencing with metiiionine 783 and including the temiination codon, 

30 described by Shibuya et al (Oncogene, 1990, 5: 519-524), was isolated &om cDNA and 
cloned into a baculovirus transplacemait vector (for example pAcYMl (see The Baculovirus 
Expression System: A Laboratory Guide, L.A. King and R. D. Possee, Chapman and Hall, 
1992) or pAc360 or pBlueBacHis (available from Livitrogen Corporation)). This recombinant 
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construct was co-transfected into insect cells (for example Spodoptera frugiperda 21(S£Z1)) 
with viral DNA (eg Pharmingen BaculoGold) to prepare recombinant baculovirus. (Details of 
the methods for the assembly of recombinant DNA molecules and the preparation and use of 
5 recombinant baculovirus can be found in standard texts for example Sambrook et al, 1989, 
Molecular cloning - A Laboratory Manual, 2nd edition. Cold Spring Harbour Laboratory Press 
and OReilly et al, 1992, Baculovirus Expression Vectors - A Laboratory Manual, W. H. 
Freeman and Co, New York). For other tyrosine kinases for use in assays, cytoplasmic 
j&agments starting from mettiionine 806 (KDR, Genbank accession number L04947), 
10 methionine 668 (EGF receptor, Genbank accession number X00588) and methionine 399 
(FGF Rl receptor, Genbank accession number X5 1803) maybe cloned and expressed in a 
similar manner. 

For expression of cFlt tyrosine kinase activity, Sf21 cells were infected with 
plaque-pure cFlt recombinant virus at a multiplicity of infection of 3 and harvested 48 hours 

15 later. Harvested cells were washed with ice cold phosphate buffered saline solution (PBS) 
(lOmM sodium phosphate pH7.4, 138mM sodium chloride, 2.7mM potassium chloride) then 
resuspended in ice cold HNTG/PMSF (20mM Hepes pH7.5, 150mM sodium chloride, 10% 
v/v glycerol, 1% v/v Triton XI 00, L5mM magnesium chloride, ImM ethylene glycol- 
bis(paminoethyl ether) N,NJ^ * JST-tetraacetic acid (EGTA), ImM PMSF 

20 (pheaylmethylsulphonyl fluoride); the PMSF is added just before use from a freshly-prepared 
lOOmM solution in methanol) using 1ml HNTG/PMSF per 10 million cells. The suspension 
was COTtrifiiged for 10 minutes at 13,000 ipm at 4°C, the supernatant (enzyme stock) was 
removed and stored in aliquots at -70°C. Each new batch of stock enzyme was titrated in the 
assay by dilution with enzyme diluent (lOOmM Hepes pH 7.4, 0.2niM sodium orthovanadate, 

25 0.1% v/v Triton XlOO, 0.2mM dithiothreitol). For a typical batch, stock enzyme is diluted 1 
in 2000 with enzyme diluent and 50^1 of dilute enzyme is used for each assay well. 

A stock of substrate solution was prepared from a random copolymer containing 
tyrosine, for example Poly (Glu, Ala, Tyr) 6:3:1 (Signoa P3899), stored as 1 mg/ml stock in 
PBS at -.20°C and diluted 1 in 500 with PBS for plate coating, 

30 On the day before the assay lOOpl of diluted substrate solution was dispensed into 

all wells of assay plates (Munc maxisorp 96-well immunoplates) which were sealed and left 
overnight at 4^C. 
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On the day of the assay the substrate solution was discarded and the assay plate 
wells were washed once with PBST (PBS containing 0.05% v/v Tween 20) and once with 
50mMHepespH7A 

5 Test compounds were diluted with 10% dunethylsulphoxide (DMSO) and 25fil of 

diluted compound was transfenred to wells in the washed assay plates. "Total" control wells 
contained 10% DMSO instead of compound. Twenty five microlitres of 40mM 
nianganese(II)chloride containing 8|jM adenosine-5'-triphosphate (ATP) was added to all test 
wells except "blank" control wells which contained manganeseOa[)chloride without ATP, To 

10 start the reactions 50\l\ of freshly diluted enzyme was added to each well and the plates were 
incubated at room temperature for 20 minutes. The liquid was then discarded and the wells 
were washed twice with PBST. One hundred microUtres of mouse IgG anti-phosphotyrosine 
antibody (Upstate Biotechnology Inc. product 05-321), diluted 1 m 6000 with PBST 
containing 0.5% w/v bovine serum albumin (BSA), was added to each well and the plates 

1 5 were incubated for 1 hour at room traiperature before discarding the liquid and washing the 
wells twice with PBST. One hundred microlitres of horse radish peroxidase (EIKP)-linked 
sheep anti-mouse Ig antibody (Amersham product NXA 93 1), diluted 1 in 500 with PBST 
containing 0.5% w/v BSA, was added and the plates w^e incubated for 1 hour at room 
temperature before discarding the liquid and washing the wells twice with PBST. One 

20 hundred microlitres of 2,2*-azino-bis(3-ethylbenzthiazoline-6-sulphonic acid) (ABTS) 

solution, freshly prepared using one 50mg ABTS tablet (Boehringer 1204 521) in 50ml freshly 
prepared 50mM phosphate-citrate buffer pH5.0 + 0.03% sodium perborate (made with 1 
phosphate citrate buffer with sodium perborate (PCSB) capsule (Sigma P4922) per 100ml 
distilled water), was added to each well. Plates were then incubated for 20-60 minutes at 

25 ix)om temperature until the optical drasity value of tihie "total" control wells, measured at 
405nm using a plate reading spectrophotometer, was approximately 1.0. "Blank" (no ATP) 
and "total" (no compound) control values were used to determine the dilution range of test 
compound which gave 50% inhibtion of enzyme activity. 



30 



fb) In Vitro HUVBC Proliferation Assay 

This assay determines the ability of a test compoimd to inhibit the growth factor- 
stimulated proliferation of human umbilical vein endothelial cells OETUVEC). 
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HUVEC cells were isolated in MCDB 131 (Gibco BRL) + 7.5% v/v foetal calf 
serum (FCS) and were plated out (at passage 2 to 8), in MCDB 131 + 2% vN FCS + 3|ig/ml 
heparin + lug/ral hydrocortisone, at a concentration of 1000 cells/well in 96 well plates. 
5 After a minimum of 4 hours they were dosed with the appropriate growth factor (i.e. VEGF 
3ng/inl, EGF 3ng/ml or b-FGF O.Bng/ml) and compound. The cultures were then incubated 
for 4 days at 3TC with 7.5% CO2. On day 4 the cultures ware pulsed with IfxCiAvell of 
tritiated-thymidine (Amersham product TRA 61) and rucubated for 4 hours. The cells were 
harvested using a 96-well plate harvester (Tomtek) and flien assayed for incorporation of 
10 tritium with a Beta plate counter. Incorporation of radioactivity into cells, e?q)ressed as cpm, 
was used to measure inhibition of growth fector-stimulated cell proliferation by compounds. 

fc^ In Vivo SoUd Tumour Disease Model 

This test measures the capacity of compounds to inhibit soUd tumour growth 

15 CaLu-6 tumour xenografts were estabUshed in the flank of female athymic Swiss 

nu/nu mice, by subcutaneous injection of 1x10^ CaLu-6 cells/mouse in 100^1 of a 50% (v/v) 
solution of Matrigel in serum free culture medium. Ten days after cellular implant, mice were 
allocated to groups of 8-10, so as to achieve comparable group mean volumes. Tumours were 
measured using vernier calipers and volumes were calculated as: (Z x ivj x V(Z x w) x (WS) , 

20 where /is the longest diameter and w the diameter perpendicular to the longest Test 
compounds were administered orally once daily for a minimum of 21 days, and control 
animals received compound diluent. Tumours were measured twice weekly. The level of 
growth inhibition was calculated by comparison of the mean tumour volume of the control 
groiq) versus the treatment group using a Student T test and/or a Mann-Whitney Rank Sum 

25 Test. The inhibitory effect of compound treatment was considered significant when p<0.05 . 

According to a fiulher aspect of the invention there is provided a pharmaceutical 
composition which comprises a compound of the formula I as defined hereinbefore or a 
phaimaceutically acceptable salt thereof in association with a pharmaceutically acceptable 
excipient or carrier. 

30 The composition may be in a form suitable for oral administration, for example as a 

tablet or capsule, for parenteral injection (including intravenous, subcutaneous, intramuscular, 
intravascular or infusion) for example as a sterile solution, suspension or emulsion, for topical 
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admioistration for example as an ointment or cream or for rectal administration for example as 
a suppository. In general the above compositions may be prepared in a conventional manner 
using conventional excipients. 

5 The compositions of the present invention are advantageously presented in unit 

dosage form. The compound will normally be administered to a waim-blooded animal at a 
unit dose within the range 5-5000mg per square metre body area of the animal, i.e. 
q)proximately 0.1-lOOmg^g. A unit dose in the range, for exaiiq)le, 1-lOOmg^g, preferably 
l-50mg/kg is envisaged and this normally provides a therapeutically-efifective dose. A unit 

10 dose form such as a tablet or capsule will usually contain, for example l-250mg of active 
ingredient. 

According to a further aspect of the present invention there is provided a compoimd 
of the formula I or a pharmaceutically acceptable salt thereof as defined hereinbefore for use 
in a method of treatment of the human or animal body by therapy. 
15 We have found that compounds of the present invention inhibit VEGF receptor 

tyrosine kinase activity and are therefore of interest for their antiangiogenic efGscts and/or 
their ability to cause a reduction in vascular permeability. 

A further feature of the present invention is a compound of formula I, or a 
pharmaceutically acceptable salt thereof for use as a medicament, conveniaatly a compound 
20 of formula I, or a pharmaceutically acceptable salt thereof, for use as a medicament for 
producing an antiangiogenic and/or vascular permeability reducing effect in a warm-blooded 
animal such as a human being. 

Thus according to a further aspect of the invention there is provided the use of a 
compound of the formula I, or a pharmaceutically acceptable salt thereof in the manufacture 
25 of a medicament for use in the production of an antiangiogenic and/or vascular permeability 
reducing effect in a warm-blooded animal such as a human being. 

According to a further feature of the invention there is provided a method for 
producing an antiangiogenic and/or vascular permeability reducing effect in a warm-blooded 
animal^ such as a human being, in need of such treatment which comprises administering to 
30 said animal an effective amount of a compound of formula I or a pharmaceutically acceptable 
salt thereof as defined hereinbefore. 

As stated above the size of the dose required for the therapeutic or prophylactic 
treatment of a particular disease state will necessarily be varied depending on the host treated. 



wo 02/16348 PCT/GBOl/03585 

-72- 

fixe route of adiniiiistration and the severity of the illness being treated. Preferably a daily 
dose in the range of l-5Qmg/kg is employed. However the daily dose will necessarily be 
varied depending upon the host treated, the particular route of administration, and the severity 
5 of the illness being treated. Accordingly the optimum dosage may be determined by the 
practitioner who is treating any particular patient 

The antiangiogenic and/or vascular penneabiUty reducing treatment defiuaed 
hereinbefore may be applied as a sole therz^y or may involve, in addition to a compoimd of 
the invention, one or more other substances and/or treatments. Such conjoint treatment may 

1 0 be achieved by way of the simultaneous, sequential or separate administration of the 

individual components of the treatment In the field of medical oncology it is normal practice 
to use a combination of different forms of treatment to treat each patient with cancer. In 
medical oncology the other component(s) of such conjoint treatment in addition to the 
antiangiogenic and/or vascular permeabiUty reducing treatment defined hereinbefore may be: 

1 5 surgery, radiotherapy or chemotherapy. Such chemotherapy may cover three main categories 
of therapeutic agent: 

(i) other antiangiogenic agents that work by different mechanisms &om those defined 
hereinbefore (for example linomide, inhibitors of integrin avP3 fimction, angiostatin, razoxin, 
thalidomide), and including vascular targeting agents (for example combretastatin phosphate 

20 and the vascular damaging agents described in Ihteniational Patent Application Publication 
No. WO 99/02166 the entire disclosure of which document is incorporated herein by 
reference, (for example N-acetylcolchinol-Ophosphate), and in Intemational Patent 
Application Publication No. WO 00/40529 the entire disclosure of which document is 
incorporated herein by reference); 

25 (ii) cytostatic agents such as antioestrogens (for example tamoxifen,toremifene, raloxifene, 
droloxifene, iodoxyfene), progestogens (for example megestrol acetate), aromatase inhibitors 
(for example anastrozole, letrazole, vorazole, exemestane), antiprogestog^, antiandrogens 
(for example flutamide, nilutamide, bicalutamide, cyproterone acetate), LHRH agonists and 
antagonists (for example goserelin acetate, liq)rolide), inhibitors of testosterone 5a- 

30 dihydroreductase (for example finasteride), anti-invasion agents (for example 

metalloproteinase inhibitors like maiimastat and inhibitors of urokinase plasminogen activator 
receptor fimction) and inhibitors of growth factor fimction, (such growth £actors include for 
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example platelet derived growth factor and hepatocyte growth factor such iohibitors include 
growth fector antibodies, growth factor receptor antibodies, tyrosine kinase inhibitors and 
serine/threonine kinase inhibitors); and 
5 (iii) antiproliferative/antineoplastic drugs and combinations thereof, as used in medical 
oncology, such as antimetabolites (for example antifolates like methotrexate, 
fluoropyrinridines like 5-fluorouracil, purine and adenosine analogues, cytosine arabinoside); 
antitumour antibiotics (for example anthracyclines like doxorubicin, daunomycin, epirubicin 
and idarubicin, mitomycin-C, dactinomydn, mithramycin); platinum derivatives (for example 

10 ci^latin, carboplatin); alkylating agents (for example nitrogen mustard, melphalan^ 

chlorambucil, busulphan, cyclophosphamide, ifosfamide, nitrosoureas, thiotepa); antimitotic 
agents (for example vinca alkaloids like vincristine and taxoids like taxol, taxotere); 
topoisomerase inhibitors (for example epipodophyllotoxins like etoposide and teniposide, 
amsacrine, topotecan, and also irinotecan); also enzymes (for example asparaginase); and 

15 thymidylate synthase inhibitors (for example raltitrexed); 
and additional types of chemotherapeutic agent include: 

(iv) biological response modifiers (for example interferon); and 

(v) antibodies (for example edrecolomab). 

For example such conjoint treatment may be achieved by way of the simultaneous, 
20 sequential or separate administration of a compound of formula I as defined hereinbefore, and 
a vascular targetmg agent described in WO 99/021 66 such as N-acetylcolchinol-O-phosphate 
(Exampe 1 of WO 99/02166). 

As stated above the compounds defined in the present invention are of interest for their 
antiangiogenic and/or vascular permeability reducing effects. Such compounds of the 
25 invention are expected to be usefiil in a wide range of disease states including cancer, 

diabetes, psoriasis, rheumatoid arfliritis, ICaposi's sarcoma, haemangioma, acute and chronic 
nephropathies, atheroma, arterial restenosis, autoimmune diseases, acute inflammation, 
excessive scar formation and adhesions, lymphoedema, endometriosis, dysfimctional uterine 
bleeding and ocular diseases with retinal vessel proUferation. In particular such compounds of 
30 the invention are expected to slow advantageously the growth of primary and recurrent solid 
tumours of, for sample, the colon, breast, prostate, lungs and skin. More particularly such 
compounds of the invention are expected to inhibit the growth of those primary and recurrent 
solid tumours which are associated with VEGF, especially those tumours which are 
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significantly dependent on VEGF for their growth and spread, including for exanoiple, certain 
tumours of the colon, breast, prostate, lung, vulva and skin. 

la addition to their use in therapeutic medicine, the compounds of formula I and 
5 their pharmaceutically acceptable salts are also useful as pharmacological tools in the 

development and standardisation of in vitro and in vivo test systems for the evaluation of the 
effects of inhibitors of VEGF receptor tyrosine kinase activity in laboratory animals such as 
cats, dogs, rabbits, monkeys, rats and mice, as part of the search for new therapeutic agents. 
It is to be understood that where the term "ether'' is used anywhere in this 
10 specification it refers to diethyl ether. 

The invention will now be illustrated in the following non-limiting Examples in 
. which, unless otherwise stated:- 

(i) evaporations were carried out by rotary evaporation in vacuo and work-up 
procedures were carried out after removal of residual sohds such as drying agents by filtration; 
15 (ii) operations were carried out at ambient temperature, that is in the range 18-25°C 

and under an atmosphere of an inert gas such as argon; 

(iii) column chromatography (by the flash procedure) and medium pressure liquid 
chromatogr^hy (MPLC) were performed on Merck Kieselgel silica (Art. 9385) or Merck 
Lichroprep RP-18 (Art. 9303) reversed-phase silica obtained from E. Merck, Darmstadt, 

20 Germany; 

(iv) yields are given for illustration only and are not necessarily the maximum 
attainable; 

(v) melting points are uncorrected and were determined using a Mettler SP62 
automatic melting point apparatus, an oil-bath apparatus or a KofQer hot plate apparatus. 

25 (vi) the structures of the end-products of the formula I were confirmed by nuclear 

(generally proton) magnetic resonance (NMR) and mass spectral techniques; proton magnetic 
resonance chemical shift values were measured on the delta scale and peak multiplicities are 
shown as follows: s, singlet; d, doublet; t, triplet; m, multiplet; br, broad; q, quartet, quin, 
quintet; 

30 (vii) intermediates were not generally fiilly characterised and purity was assessed by 

Ann layer chromatography (TLC), high-performance liquid chromatography (HPLC), infi:a-red 
(JR) or NMR analysis; 
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(viii) HPLC were run uadar 2 different conditions: 

1) on a TSK Gel super ODS 2jiM 4.6mm x 5cm column, eluting with a gradient of methanol 
in water (containing 1% acetic acid) 20 to 100% in 5 minutes. Flow rate 1.4 ml/minute. 

5 Detection: U.V. at 254 nm and light scattering detections; 

2) on a TSK Gel super ODS 2\iM 4.6mm x 5cm column, eluting with a gradient of methanol 
in water (containing 1% acetic acid) 0 to 100% in 7 minutes. Flow rate 1.4 ml/minute. 
Detection: U.V. at 254 nm and light scattering detections. 



10 



(ix) petroleum ether refers to that fraction boiling between 40-60°C 

(x) the following abbreviations have been used:- 



20 



15 



DMF N,N-dimethylformamide 

DMSO dimethylsulphoxide 

TFA trifluoroacetic acid 

NMP l-methyl-2-pyrrohdinone 

THF tetrahydrofuran 

HMDS 1,1,1,3,3,3-hexamethyldisilazane. 

HPLCRT HPLC retention time 

DEAD die&yl azodicarboxylate 

DMA dimethylacetamide 

DMAP 4-dimethylaminopyridine 



Example 1 



H 




25 ' 



2 



3 
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Under nitrogen to a suspension of sodium hydride (60%) (24mg, 0.6 mmol) in DMF 
was added 5-hydroxy-2-meth)dindole (88 mg, 0.6 mmol) followed by 2-chloro-5- 
trifluoromethylpyridine (91 mg, 0.5 mmol). Aftrar stirring for 24 hours at 80°C, the mixture 
5 was poured onto a column of silica and eluted with methylene chloride to give 2-(2- 
methylindol-5-yloxy)-5-trifluoromethyIpyridine (72 mg, 49%). 
^HNMR Spectrum: (CDCI3) 2.46 (s, 3H) ; 6.25 (s, IH) ; 6.82-6.97 (m, 2H) ; 7.25 (s, IH) ; 
7.32 (s, IH) ; 7.85 (dd. IH) ; 7.95 (brs, IH) ; 8.45 (s. IH) 
MS-ESI:293[MH]+ 

0 

Example 2 

The following illustrate representative pharmaceutical dosage forms containing the 
compound of formula I, or a phamiaceutically acceptable salt thereof Chereafter compound X), 



for tiierapeutic or prophylactic use in humans: 

15 

(a) Tablet I m^/tsblet 

Compound X 100 

Lactose Ph.Eur 182.75 

Croscarmellose sodium 12.0 

20 Maize starch paste (5% w/v paste) 2.25 

Magnesium stearate 3.0 

(b) Tablet n mg/tablet 
Compound X 50 

25 Lactose Ph.Eur 223.75 

Croscarmellose sodium 6.0 

Maize starch 15 0 

Polyvinylpyrrolidone (5% w/v paste) 2.25 

Magnesium stearate 3.0 

30 

(c) Tablet m mg/tablet 

Compound X 1.0 

Lactose PkEur 93.25 



wo 02/16348 PCT/GBOl/03585 

-77- 

Croscamellose sodimn 4.0 

Maize starch paste (5% w/v paste) 0.75 

Magnesium stearate 1 .0 

5 (d) Capsule mg/capsule 

Compound X 10 

Lactose Ph.Eur 488.5 

Magnesium stearate 1 .5 

10 (e) Injection I f50mg/ml) 

Compound X 5.0% w/v 

IN Sodium hydroxide solution 15.0% v/v 

O.IN Hydrochloric acid 
(to adjust pH to 7.6) 

15 Polyethylene glycol 400 4.5% w/v 

Water for injection to 100% 

(f) Injection n 10 me/ml) 

Compound X 1.0% w/v 

20 Sodium phosphate BP 3.6% w/v 

O.IN Sodium hydroxide solution 15.0% v/v 

Water for injection to 100% 

. (g) Injection in (lmg/ml.bufFered to pH6) 

25 Compound X 0.1% w/v 

Sodium phosphate BP 2.26% w/v 

atric acid 0.38% w/v 

Polyethylene glycol 400 3.5% w/v 

Water for injection to 100% 

30 

Note 
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The above formulations maybe obtained by conventional procedures well known in 
the pharmaceutical art. The tablets (a)-(c) may be enteric coated by conventional means, for 
example to provide a coating of cellulose acetate phthalate. 



Reference Example 1 
2-methyl-l£r-pyrroIo[2,3-A]pyridin-5-ol 




10 To a solution of 5-methoxy"li7-pyrrolo[2,3-6]pyridine (920 mg, 6.2 mmol) 

(Heterocycles 50, (2) 1065-1080, 1999) in methylene chloride (20ml) was added 
benzyltriethylammonium chloride (37 mg, 0.16 mmol) followed by sodium hydroxide powder 
(771 mg, 19.2 mmol). The mixture was cooled to O^C and benzylsulfonyl chloride (991 fil, 
7.77 rmnol) was added dropwise. The mixture was stirred at O^C for 15 minutes followed by 

15 2 hours at ambient temperature. The mixture was filtered over diatomaceous earth and the 
fiiltrate was evaporated under vacuunL The residue was purified by column chromatography 
eluting with ethyl acetate/petroleum ether (20/80 followed by 30/70). The fiiactions 
containing the expected product were combined and evaporated to give 5-methoxy-l- 
(phenylsulfonyl)-li/-pyrrolo[2,3-fe]pyridine (1.69 g ; 94%) 

20 NMR Spectrum: (DMSO d^) 3.86 (s, 3H) ; 6.78 (d, IH) ; 7.6-7.7 (m, 3H) ; 7.72 (dd, IH) ; 
7.88 (d, IH) ; 8.02-8.12 (m, 3H) 
MS: 289.47 [M+H]+ 

A solution of 5-mefhoxy-l-(phenylsulfonyl>l/r-pyrrolo[2,3-&]pyri^^ (900 mg, 3.12 
mmol) in THF (22.5 ml) was added dropwise to a solution of lithium diisopropylamide 
25 ft)repared firom nBu-Li (2.5M in hexane) ; 2.5 ml) and diisopropylamine (874 jil) in THF 
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(13.5 ml)) cooled at -25°C and the mixture was stirred for 30 minutes. Methyl iodide (215 jil, 
3.44 mmol) in THF (9 ml) was then added dropwise and the mixture was stirred for 10 

5 minutes at -25°C, left to warm up to ambient temperature and stirred for 1 5 minutes. The 
mixture was then poured onto ice/water. The mixture was then extracted with ethyl acetate. 
The organic layer was separated, washed with water, brine, dried CMgS04), filtered and 
evaporated. The residue was purified by column chromatography, eluting with ethjd 
acetate/petroleum ether (20/80 followed by 30/70). The firactions containing the expected 

10 product were combined and evaporated to give 5-methoxy-2-methyl-l-(phenylsulfonyl)-lH- 
pyrrolo[2,3-6]pyridine (805 mg, 85%). 

NMR Spectrum: (DMS0d6) 2.7 (s, 3H) ; 3.82 (s, 3H) ; 6.51 (d, IH) ; 7.49 (d, IH) ; 7.59 
(dd, 2H) ;7.7 (m, IH) ; 8.0-8.1 (m, 3H) 
MS: 303.5 [M+H]+ 

15 A solution of 5-methoxy-2-methyl-l-(phenylsulfonyl)-l/?-pyrrolo[2,3-&]pyr^^ (950 

mg, 3.14 mmol) and 40% aqueous sodixmi hydroxyde (106 ml) in methanol (160 ml) was 
heated at reflux for 30 minutes. After cooling, the mixture was poured onto cooled water and 
extracted with ethyl acetate. The organic layer was separated, washed with water, brine, dried 
(MgS04), filtered and evaporated. The residue was purified by column chromatography 

20 eluting with ethyl acetate/petroleum ether (1/1). The firactions containing the expected 
product were combined and evirated to give 5-methoxy-2-methyl-lf^pyrrolo[2,3- 
6]pyridine (462 mg, 91%). 

NMR Spectrum: (DMSO de) 2.38 (s, 3H) ; 3.8 (s, 3H) ; 6.06 (d, IH) ; 7.39 (d, IH) ; 7.82 
(d, IH) 

25 MS: 163.3 [M+H]+ 

A solution of boron tribromide (64 ^1, 0.68 mmol) in methylene chloride (200 was 
added to a solution of 5-methoxy-2-methyH/f-pyrrolo[2,3-6]pyridine (50 mg, 0.308 mmol) in 
methylene chloride (4 ml) cooled at -30^C. The mixture was left to wann up to ambient 
temperature and finlher stirred for 3 hours. The mixture was poured onto ice. The pH was 

30 adjusted to 6.2 with 6N aqueous sodium hydroxide followed by 2 N aqueous hydrogen 
chloride. The mixture was extracted with ethyl acetate. The organic layer was washed with 
water, followed by brine and dried (MgS04), filtered and the filtrate was evaporated. The 
residue was purified by colunm chromatography, eluting with with methylene chloride 
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followed by methjiene dbloride/melhanol (98/2 followed by 95/5). The fractions containing 
the expected product were combined and evirated to give 2-methyl-lH-pyrroloI2^ 
6]pyridiii-5-oI (45 mg, quantitative). 

NMR Spectrum: pMSO dfi) 2.4 (s. 3H) ; 5.96 (s, IH) ; 7.12 (d, IH) ; 7.69 (d, IH) ; 8.9 (s, 
IH) ; 11.07 (brs,lH) 
MS: 149.2 [M+H]+ 
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CLAIMS 



1 . Hie use of a compound of the fonnula I: 



10 




(D 



wherein: 

15 ring C is a 5 or 6-membered heteroaromatic ring containing at least one nitrogen atom and 
optionally containing a further 1-2 heteroatoms, selected independently from O, S andN; 
either any one of Gi, G2, G3, G4 and G5 is nitrogen and the other four are -CH-, 
or Gi, G2, G3, G4 and G5 are all -CH-; 

Z is -0-, -NH-, -S-, -CH2- or a direct bond; Z is linked to any one of Gi, G2, G3 and G4 which 

20 is a free carbon atom; 

n is an integer from 0 to 5; any of the substituents may be attached at any free carbon atom 
of the indole, azaindole or indazole group, such free carbon atoms may be Gi, G2, G3, G4 or 
G5 or may be at the 3-position of the indole, azaindole or indazole group; 
m is an integer from 0 to 4; 

25 represents hydrogen, Cmalkyl, CMalkoxyCMalkyl, aminoCi-4a!kyl, Ci-aalkylaminoCi- 
4alkyl, di(Ci.3alkyl)aminoCi-4alkyl, Ca-salkenylaminoCMalkyl, C2-5alkynylaminoCMalkyl, - 
Ci-5alkyl(ring A) wherein ring A is selected from azetidinjd, pyrrolidinyl, piperidinyl, 
piperazinyl, moipholino and thiomorpholino and wherein ring A may bear one or more 
substituents selected from CMalkyl, C2.5alkenyl, C2.5alkynyl, hydroxy, 0x0, halogeno, cyano, 

30 cyanoCi^alkyl, Ci^alkylsulphonyl and CMalkanoyl; 

represents hydrogen, 0x0, hydroxy, halogeno, CMalkyl, Ci^alkoxy, CMalkoxyCMalkyl, 
aminoCMalkyl, Ci.aalkylaminoCMalkyl, di(Ci.3alkyl)aminoCMalkyl, -Ci.5alkyl(ring B) 
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wherein ring B is selected from azetidinyl, pyrrolidinyl, piperidinyl, piperazinyl, N- 
me£hylpiperazinyl, N-ethylpiperazmyl, morpholino and tfaiomotpholino; 

represents hydrogen, hydroxy, halogeno, cyano, nitro, trifluoromethyl, Ci-aalkyl, Ci- 
5 aalkoxy, Ci.aalkylsulphanyl, -NR^R^ (wherein R^ and R^ which may be the same or different, 
each represents hydrogen or Ci-aalkyl), or R^X^- (wherein represents a direct bond, -0-, - 
CH2-, -0C(0)., -C(0>, -S-, -SO, -SO2-, -NR^C(OK -C(0)NR\ .S02NR^ -NR^SCb- or - 
NR^^- (wherein R^ R^, R^, R^ and R^^ each independently represents hydrogen, Ci.salkyi or 
CioalkoxyCz-aalkyl), and R^ is selected from one of the following twenty-two groups: 
10 1 ) hydrogen, oxiranylCi j^aSkyl or Ci-salkyl which may be unsubstituted or which may be 
substituted with one or more groups selected from hydroxy, fluoro, chloro, bromo and amino; 

2) Ci.5alkylX^C(0)R^^ (wherein X^ represents -O- or -MR^^- (in which R^^ represents 
hydrogen, Ci-aalkyl or Ci-aalkoxyCz-salkyl) andR" represents Ci-aalkyl, -NR^^R^"^ or -OR^^ 
(wherein R^^, R^^ and R^^ which may be the same or different each represents hydrogen, Ci. 

1 5 sdSkyl or Ci.3alkoxyC2-3alkyl)); 

3) Ci-saDcylX^^^ (wherein X^ represents -0-, -S-, -SO-, -SO2-, -0C(0)-, -NR"C(0)-, - 
C(0)NR^^ -SOzNR^^ -NR^^SOz- or -NR^^- (wherein R", R^^ R^^ R^^ andR^^ each 
independently represents hydrogen, Ci.aalkyl or Ci.3alkoxyC2.3allQ4) and R^^ represents 
hydrogen, Ci-salkyl, cyclopentyl, cyclohexyl or a 4-, 5- or 6-membered saturated heterocyclic 

20 group with 1-2 heteroatoms, selected independently from 0, S and N, which Ci.aalkyl group 
may bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno and CMalkoxy and which 
cyclic group may bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno, cyano, Ci- 
4cyanoalkyl, Ci^alkyl, Ci-4hydroxyalkyl, CMalkoxy, CMalkoxyCMalkyl, Ci. 
4aIkylsulphonylCi-4alkyl, CMalkoxycarbonyl, Ci-4aniinoaIkyl, CMalkylamino, di(Ci. 

25 4alkyl)amino, CMalkylaminoCMalkyl, di(Ci4alkyl)aminoCMalkyl, CMalkylaminoCi. 

4alkoxy, di(CMalkyl)aminoCi-4aIkoxy and a group -(-0-)f(CMalkyl)gringD (wherein f is 0 or 
1, g is 0 or 1 and ring D is a 4-, 5- or 6-membered saturated heterocyclic group with 1-2 
heteroatoms, selected independently from O, S and N, which cyclic group may bear one or 
more substituents selected from CMaUcyl)); 

30 4) Ci-salkylX^Ci-salkylX^^ (wherem X* and X^ which may be the same or different are each 
-O-, -S-, -SO-, -SO2-, -NR^C(0)-, -C(0)NR^-, -S02NR^S -NR^^SOj- or -NR^^- (wherein 

R^, R^, R^^ and R^^ each independently represents hydrogen, Ci.aalkyl or Ci.3alkoxyC2. 
3alkyl) and R^ represents hydrogen, Ci.3alkyl or Ci-3alkoxyC2.3alkyl); 
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5) R^^ (wherein R^^ is a 4-, 5- or 6-meinbered saturated heterocyclic group (linked via carbon 
or nitrogen) with 1-2 heteroatoms, selected independently from O, S and N, which 
heterocyclic group may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, 

5 CMcyanoalkyl, Cwalkyl, Ci-4hydroxyalkyl, CMalkoxy, CMalkanoyl, CMalkoxyCMalkyl, Ci. 

4alkylsulphonyl, Ci-4alkykulphonylCMalkyl, CMalkoxycarbonyl, CMaminoaDcyl, Ci. 

4alkylamino, di(CMalkyl)amino, CMalkylaminoCMalkyl, di(CMalkyl)aminoCMalkyl, Ci. 

4alkylaminoCi^aIkoxy, di(Ci^alkyl)aminoCMalkoxy and a group -(-0-)f(CMaIkyl)gringD 

(wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6-membered saturated heterocyclic 
10 group with 1-2 heteroatoms, selected independently from O, S and N, which cyclic group may 

bear one or more substituents selected from Ci-4alkyl)); 

6) Ci-salkylR^^ (wherein R^^ is as defined herein); 

7) C2.5alkenylR^^ (wherein R^ is as defined h^ein); 

8) C2.5alkyny]R^^ (wherein R^^ is as defined herein); 

15 9) R^^ (wherein R^^ represents a pyridone group, a phenyl group or a 5-6-membered aromatic 
heterocycUc group (linked via carbon or nitrogen) with 1-3 heteroatoms selected from O, N 
and S, which pyridone, phenyl or aromatic heterocyclic group may carry up to 5 substituents 
selected from hydroxy, halogeno, amino, Ci^alkyl, Ci^alkoxy, Ci^ydroxyalkyl, Ci. 
4aminoalkyl, CMalkylamino, Ci^ydroxyalkoxy, caiboxy, trifluoromethyl, cyano, - 

20 C(0)NR^^^\ -NR^^C(0)R" (wherein R^°, B}\ R^^ and R^^ which may be the same or 
different, each represents hydrogen, Ci^alkyl or Ci-3alkoxyC2.3alkyl) and a group -(-0-)KCi- 
4alkyl)grin^ (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6-membered saturated 
heterocyclic group with 1-2 heteroatoms, selected independently fi:om O, S and N, which 
cyclic group may bear one or more substituents selected &om Ci^alkyl)); 

25 10) Ci-salkjdR^^ (wherein R^^ is as defined herein); 

1 1) Cz.salkenylR^^ (wherein R^^ is as defined herein); 

12) Ci-salkynylR^^ (wherem R^^ is as defined herein); 

13) Ci.salkylX^^^ (wherein represents -0-, -S-, -SO-, -SO2-, -NR^^C(O)-, -C(0)NR^^ - 
SOzNR^^-, -NR^^SOi- or -NR^^- (wherein R^^ R^^ R^^ and R^^ each independently 

30 represents hydrogen, Ci-aalkyl or Ci-3alkoxyC2-3alkyl) and R^^ is as defined herein); 

14) Ci-salkenylxV^ (wherein represents -0-, -S-, -SO-, -SO2-, -NR^^C(0)-, -C(0)NR^-, 
.S02NR'^^-, -NR'^^S02- or -NR^*^- (wherein R^^ R'^^ R'^^ R"^^ and R^^ each independently 
represents hydrogen, Ci.salkyl or Ci.salkoxyC^aalkyl) and R^^ is as defined herein); 
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15) CwalkynylX^R^^ (wherein X** represents -0-, -S-, -SO-, -SO2-, -NR^C(0)-, -C(0)NR^\ 
-S02NR'^^-, .NR'*^S02- or -NR^^- (wheiein R^, R'*^ R^^^ and R*^ each independently 
represents hydrogen, Ci.salkyl or Ci.3aIkoxyC2.3alkyl) and R^^ is as defined herein); 
5 16) CMalkylX^CMalkylR^^ (wherein represents -0-, -S-, -SO-, -SO2-, -NR'^^C(O)-, - 
C(0)NR^^-, -SGjNR^^-, -NR^^S02- or -NR^^- (wherein R^^ R^^ R^' and R^^ each 
independently represents hydrogen, Ci-aalkyl or Ci-3alkoxyC2-3alkyl) and R^^ is as defined 
herein); 

17) Ci.4a]kylX^Ci^alkylR^'^ (wherein X^ and R^* are as defined herem); 
10 18) Ci-salkenyl which may be unsubstituted or which may be substituted with one or more 
groiQ)s selected from hydroxy, fluoro, amino, CMalkylamino, N,N-di(CMalkyl)amino, 
aminosulphonyl, N-Ci-4alkylaminosulphonyl and N,N-di(Ci-4alkyl)aminosulphonyl; 

19) C2.sa]kynyl which may be unsubstituted or which may be substituted with one or more 
groups selected fix>m hydroxy, fluoro, amino, CMalkylamino, NJN[-di(Ci-4alkyl)amino, 

1 5 aminosulphonyl, N-CMalkylaminosulphonyl and N^-di(Ci-4alkyl)aminosulphonyl: 

20) C2.5alkenylX^Ci-4alkylR^^ (wherein X^ and R^* are as defined herein); 

21) C2.5alkynylX^CMaIkylR^^ (wherein X^ and R^^ are as defined herein); and 

22) Ci-4alkylR^(CMaIkyl)q(X^R^^ (wherein X^ is as defined herein, q is 0 or 1, r is 0 or 1, 
and R^"* and R^^ are each indq>endently selected fi:om hydrogen, Ci^alkyl, cyclopentyl, 

20 cyclohexyl and a 4-, 5- or 6-membered saturated heterocyclic group with 1-2 heteroatoms, 
selected independently firom O, S and N, which Ci-aalkyl group may bear 1 or 2 substituents 
selected fix>m 0x0, hydroxy, halogeno and CMalkoxy and which cyclic group may bear 1 or 2 
substituents selected fi"om 0x0, hydroxy, halogeno, cyano, CMcyanoalkyl, CMalkyl, Ci- 
4hydroxyaIkyl, CMalkoxy, CMalkoxyCMaDcyl, CMalkylsulphonylCMalkyl, Ci. 

25 4alkoxycaibonyl, Ci^aminoalkyl, Ci4alkylamino, di(CMalkyl)amino, Ci-4alkylaminoCi- 
4a]kyl, di(CMalkyl)aminoCMalkyl, CMalkyiaminoCMalkoxy, di(CMalkyl)aminoCMaIkoxy 
and a group -(-0-)f(CMalkyl)gringD (\^erein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6- 
membered saturated heterocycUc group with 1-2 heteroatoms, selected independently firom O, 
S and N, which cyclic group may bear one or more substituents selected firom CMallg'i), with 

30 the proviso that R^ cannot be hydrogen); 

and additionally wherein any Ci.salkyl, C2-5alkenyl or C2-5alkynyl group in R^X*- may bear 
one or more substituents selected firom hydroxy, halogeno and amino); 



« • 
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or a salt thereof, in the manufacture of a medicament for use in the production of an 
antiangiogenic and/or vascular permeability reducing effect in warm-blooded animals such as 
humans. 

2. The use of a compound of the formula I according to claim 1 wherein 
the optionally substituted indole moiety of formula II: 



10 




(n) 

who-ein , R^, Gi , G2, G3, G4 and G5 and n are as defimed in claim 1 ; 
15 is selected from the indole moieties: 

4-fluoro-2-methylindol-5-yl, 2-methylindol-5-yl, 2-methylindol-6-yl, 2,3-dimethylindol-5-yl, 
l-methylindol-5-yl, l,2-dimethylindol-5-yl, 4-fluoroindol-5-yl, 6-fluoroindol-5-yl, indol-5-yl, 
and 3-methylindol-5-yL 



20 3. A compound of the formula lb: 



25 




(lb) 

30 wherein ring C, R^, R\ R^, m and n are as defined in claim 1 and Zb represents -0-, 
-NH-or-S-; 
with the proviso that: 

if Z is -S- then at least one R^ is not hydrogen; 
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if Z is -O- then at least one is not selected from hydrogen, methoxy, nitro, cyano, chloro 
and amino and if is a group R^-X^ then is not selected from -NR*% -C(0)NR^- and - 
C(0)- wherein R^, R^ and R^® are as defined in claim 1; 
5 if Z is -NH- then at least one R^ is not selected from hydrogen, methyl, trifluoromethyl, nitro, 
amino, carbamoyl, metfaylsulphonyl, benzyl, phenylcarbonylamino, benzylcarbamoyl and 
benzylsulphanyl and if R^ is a group R^-X^ flien X^ is not selected from -NR^^- and a direct 
bondwhereinR^ and R^^ are as defined in claim 1; 
or a salt thereof 

10 

4. A compoimd according to claim 3 wherein ring C is selected from one of the 
following seven moieties: 

6 6 6 

(i) (ii) (iii) 

(V) (vi) 

IS wherein Z is Zb as defined in claim 3 but is not part of ling C. 

5. A compound according to claim 3 or claim 4 wherein ring C is a pyrimidine 
ring or a pyridyl ring. 

20 6. A compound according to any one of claims 3 to 5 

wherein Z is -O- or -NH-. 

7. A compound according to any one of claims 3 to 6 
wherein R^ is hydrogen. 

25 
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8. A compound according to any one of claims 3 to 7 wherein represents 
methyl, ethyl, trifluoromethyl or halogeno. 

5 9, A compound according to any one of claims 3 to 8 wherem R represents 

hydroxy, halogeno, nitro, trifluoromethyl, Ci-aalkyl, cyano, ammo or R^X^- [wherein is as 
defined in claim 1 and R^ is selected fi-om one of the following twenty groups: 

1) Ci-aalkyl which may be unsubstituted or which may be substituted with one or more groups 
selected firom fluoro, chloro and bromo, or C2-3alkyl which may be unsubstituted or 

10 substituted with one or more groups selected fix>in hydroxy and amino^^ 

2) 2-(3,3-dimetiiylureido)ethyl, 3-(3,3-dimethylureido)propyl, 2-(3-methylureido)e1hyl, 3-(3- 
methylureido)propyl, 2-ureidoethyl, 3-ureidopropyl, 2-Qi^-dimethylcarbamoyloxy)ethyl, 3- 
Qj,N-dimethylcarbamoyloxy)propyl, 2-(N-methylcarbamoyloxy)ethyl, 3-Qi- 
methylcarbamoyloxy)propyl, 2-(carbamoyloxy)ettiyl, 3-(caibamoyloxy)propyl, or2-(N- 

15 methyl-N-(butoxycarbonyl)amino)ethyl; 

3) C2-3alkylX^^^ (wherein X^ is as defined in claim 1 and R** is a group selected firom Ci- 
salkyl, cyclopentyl, cyclohexyl, pyrroUdinyl, piperidinyl, piperazinyl, azetidinyl, 
imidazolidinyl and tetrahydropyranyl which group is linked to X^ through a carbon atom and 
which Ci-3alkyl group may bear 1 or 2 substituents selected firom hydroxy, halogeno and Ci- 

20 2alkoxy and which cyclopentyl, cyclohexyl, pyrrolidinyl, piperidinyl, piperazinyl, azetidinyl, 
imidazolidinyl or tetrahydropyranyl group may bear one substituent selected fi*om oxo, 
hydroxy, halogeno, cyano, Ci.2cyanoalkyl, Ci.2alkyl, Ci.2hydroxyalkyl, Ci.2alkoxy, Ci. 
2alkoxyCi-3alkyl, Ci.2alkylsulphonylCi-3alkyl, Ci-2alkoxycarbonyl, Ci.salkylamino, di(Ci- 
3alkyl)amino, Ci-salkylaminoCi.aalkyI, di(Ci.3alkyl)aminoCi.3alkyl, Ci.salkylaminoCi- 

25 salkoxy, di(Ci.3alkyl)ammoCi-3alkoxy and a groiq) -(-0-)f(Ci.3alkyl)giingD (wherein f is 0 or 
1, g is 0 or 1 and ring D is a heterocyclic group selected firom pyrrolidinyl, methylpiperazinyl, 
piperidinyl, azetidinyl, moipholino and thiomorpholino)); 

4) C2.3alkyDdC2-3a]kylX^^ (wherrin X* and X^ are as defined m claim 1 and R^ represents 

hydrogen or Ci.2alkyl); 
30 5) R^^ (wherein R^^ is as defined in claim 1); 

6) Ci-salkylR^^ (wherein R^^ is a group selected fi*om pyrroUdinyl, piperazinyl, piperidinyl, 
azetidinyl, imidazolidinyl, l,3-dioxolan-2-yl, l,3-dioxan-2-yl, l,3-dithiolan«2-yl and 1,3- 
dithian-2-yl, which group is linked to Ci-salkyl through a carbon atom and which group may 
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bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, Ci.2cyanoalkyl, Ci. 
2alk34, Ci-2hydn)xyalkyl, Ci-ialkoxy, Ci-aalkanoyl, Ci-2alkoxyCi.3alkyl, Ci-aalkylsulphonyl, 
Ci.2alkylsulphonylCt-3alkyl, Ci.2alkoxycarbonyl, Ci-aalkylamino, di(Ci.3alkyl)amiiio, Ci. 
5 salkylaminoCi-aalkyl, di(Ci-3alkyl)aininoCi.3alkyl, Ci-salkylaminoCi-salkoxy, di(Ci. 
3alkyl)aininoCi.3alkoxy and a group -(-0-)f(Ci-3alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 
and ring D is a heterocyclic group selected from pyrrolidinyl, methylpiperazinyl, piperidinyl, 
azetidinyl, moipholino and tbiomorpholino)) or C2-3alkylR^^ (wherein R^^ is a group selected 
from moipholino, thiomorpholino, azetidin-l-yl, pyrrolidin-l-yl, piperazin-l-yl and 

10 piperidino which group may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, 
cyano, Ci.2cyanoalkyl, Ci.2alkyl, Ci-2hydroxyalkyl, Ci.aalkoxy, Ci.2alkanoyl, Ci.2alkoxyCi- 
aalkyl, Ci.2alkylsulphonyl, Ci-2alkylsulphonylCi-3alkyl, Ci-2alkoxycafbonyl, Ci-3alkylamino, 
di(Ci.3alkyl)amino, Ci-3alkylaminoCi-3alkyl, di(Ci-3a]kyl)aminoCi.3alkyl, Ci-3alkylaminoCi- 
3alkoxy, di(Ci»3alkyl)aminoCi-3alkoxy and a group -(-0-)f(Ci.3alkyl)gringD (wherein f is 0 or 

15 1, g is 0 or 1 and ring D is a heterocycUc group selected fiiom pynolidinyl, methylpiperazinyl, 
piperidinyl, azetidinyl, morpholino and thiomorpholino)); 

7) R^^ (wherein R^^ is as defined in claim 1); 

8) CwalkylR^^ (wherein R^^ is as defined in claim 1); 

9) l-R^^ut-2-en-4-yl (wherein R^^ is as defined in claim 1); 
20 10) l-R^W-2-yn-4-yl (wherein R^^ is as defined in claim 1); 

1 1) Ci.salkylX^^^ (wherein and R^^ are as defined in claim 1); 

12) l-(R^^X^)but-2-en-4-yl (wherein and R^^ are as defined in claim 1); 

13) l-(R^^X^)but-2-yn-4-yl (wherein X^ and R^^ are as defined m claim 1); 

14) C2-3alkylX^Ci.3alkyIR^^ (wherein X^ and R^^ are as defined in claim 1); 
25 15) C2.3alkylX^Ci-3alkylR^^ (wherein X^ and R^^ are as defined in claim 1); 

16) C2.5alkenyl which may be unsubstituted or which may be substituted with one or more 
fluorine atoms or with one or two groups selected &om hydroxy, fluoio, amino, Ci- 
4alkylamino, N,N-di(Ci-Aalkyl)amino. aminosulphonyl, IJ-CMalkylaminosulphonyl andN,if- 
di(CMalkyl)aminosulphonyl; 
30 17) C2.5alkynyl which may be unsubstituted or which may be substituted with one or more 
fluorine atoms or with one or two groups selected fix)m hydroxy, fluoro, amino, Ci. 
4alkylamino, iiN"di(CMa]kyl)amino, aminosulphonyl, H-CMalkylaminosulphonyl andN^- 
di(Ci^alkyl)aminosulphonyl; 
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1 8) C2-3alkenylX^Ci.3alkylR^^ (wherein and R^^ are as defined in claim 1); 

19) C2.3alkynylX^Ci.3alkylR^*^ (wherein and are as defined in claim 1); and 

20) Ci-3alkylR^(Ci.3alkyl)q(X^)rR^^ (wherein X', q, r, and R^^ are as defined in claim 1); 
5 and additionally wherein any Ci-salkyl, C2-5alkenyl or C2.5alkynyl group in R^X^- may bear 

one or more snbstituents selected &om hydroxy, halogeno and amino]. 

10. A compound selected firom: 
2-(2-methylindol-5-yloxy)-5-trifluoromefhylpyridine 

10 or a salt thereof, 

1 1. A compound according to any one of claims 3 to 10 in the form of a 
pharmaceutically acceptable salt. 

IS 12. A process for the preparation of a compound of formula lb or a salt thereof 

which comprises: 

(a) the reaction of a compound of the formula lU: 



20 




m 

25 (wherein ring C, and m are as defined in claim 1 and is a displaceable moiety), with a 
compound of the formula IV: 



30" 
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(IV) 



G4 



(wherein R'', R^ and n are as as defined in claim 1, Gi, G2, G3, G4 and G5 are all -CH-, and Zb 
10 is as defined in claim 3); 

(b) a compound of fonnula I or a salt thereof wherein at least one R^ is R^X^ wherein 
R^ is as defined in claim 1 and is -0-, -S-, -OC(0> or -NR'°- (wherein R'° independently 
represents hydrogen, Ci-aalkyl or Ci.3alkoxyC2.3a]kyl) may be prepared by the reaction of a 
conq>onnd of the formula V: 



15 



20 




(V) 



25 (wherein ring C, R^ R^ R^ and n are as defined in claim 1, Gi, G2, G3, G4 and G5 are all -CH-, 
Zb is as defined in claim 3 and X' is as herein defined in this section and s is an integer fiom 
0 to 3) with a compound of formula VI: 

R^-L^ (yj) 

30 

(wherein R^ is as defined in claim 1 and is as defined herein); 

(c) a conqiound of Ihe fonnula I or a salt thereof wherein at least one R^isR^X^ 

wherein R^ is as defined in clahn 1 and is -0-, -S-, -0C(0)- or -NR^°- (wherein R*° 
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represeats hydrogen, Cioalkyl or Ci.3alkoxyC2-3a]kyl) may be prepared by the reaction of a 
coropomd of the formula VII: 




10 



(vn) 



with a compoimd of the formula Vni: 

15 R^-X^-H (vm) 

(whorein ring C, R\ R\ R^, R^ and n are all as defined in claim 1, Gi, G2, G3, G4 and G5 are 
all -CH-, Zb is as defined in claim 3, and s are as defined herein and is as herein defined 
in this section); 

20 (d) a compoimd of the formula I or a salt thereof wherein at least one R^ is R^X^ wherein 
is as defined in claim 1 and R^ is Ci.salkylR^^, wherein R^^ is selected firom one of the 
following nine groups: 

1) X^^Ci.salkyl (wherein X^^ represents -S-, -SO2-, -NR^^C(O)- or -NR^SOa- (wherein 
R^^ and R^ which may be the same or different are each hydrogen, Ci-aalkyl or Ci.3a]koxyC2- 

25 salkyl); 

2) NR^^R^^ (wherein R^^ and R^ which may be the same or different are each hydrogen, Ci- 
3alkyl or Ci-3alkoxyC2-3a]kyl); 

3) X^^Ci.salkyiX^^ (wherem X" represents -0-, -S-, -SO2-, -NR^^C(0)., -NR^^SQz- or- 
NR^^- (wherein R^^, R^, and R^^ which maybe the same or different are each hydrogen, Ci. 

30 salkyl or Ci.3alkoxyC2-3alkyl) and X^ and R^^ are as defined in claim 1); 

4) R^^ (wherein R2* is as defined in claim 1); 
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5) (wherein X^^ represents >0-, -SO2-, -NR^^C(O)-, -NR^^SOa-, or^-NR^^- 

(wherein R^^, and R^^ which may be the same or different are each hydrogen, Ci.aalkyl or 
Ci-3alkoxyC2.3alkyi) and R^^ is as defined in claim 1); and 

5 6) X^^Ci-aalkylR^^ (wherein X^^ represents -O-, -S-, -SO2-, -NR^C(0)-, -NR^^SQz- or -NR^^- 
(wherein R^\ R^^ and R^^ each independently represents hydrogen, Ci-aalkyl or 
Ci.3alkoxyC2.3alkyl) and R^^ is as defined in claim 1); 

7) R^^ (wherein R^^ is as defined in claim 1); 

8) X"Ci^alkylR^* (wherein X" and R^^ are as defined in claim 1); and 

10 9) R^\CMa]kyl)q(X^R^^ (wherein q, r, X^ R^"^ and R^^ are as defined in claim 1); 
may be prepared by reacting a compoimd of the formula DC: 




(wherein ring C, X^ R^ R\ R^ and n are as defined in claim 1, Gi, G2, G3, G4 and G5 are all - 
CH-, Zb is as defined in claim 3 and and s are as defined herein) with a compound of the 
formula X: 

25 R^^-H (X) 

(wherein R^^ is as defined herein); 

(e) a compound of the formula lb or a salt thereof whK:em one or more of the 
substituents (R^)m is represented by -NR^^", where one (and the other is hydrogen) or both 
30 of R^^ and R''^ are Ci-salkyl, may be effected by the reaction of compounds of formula I 
wherein the substituent (B?)m is an amino group and an alkylating agent; 
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(f) a compound of the formula lb or a salt hereof wherein is -SO- or -SO2- may be 
prepared by oxidation fix)m the corresponding compound in which is -S- or -SO- (when X^ 
is -SO2- is required in the Gnal product); 

and when a salt of a compound of formula lb is required, reaction of the compound obtained 
5 with an acid or base whereby to obtain the desired salt 

13. A pharmaceutical composition which comprises a compound of the formula lb 
as defined in claim 3 or a pharmaceutically acceptable salt thereof, in association with a 
pharmaceutically acceptable excipient or carrier. 

10 

14. A method for producing an antiangiogenic and/or vascular permeability 
reducing effect in a warm-blooded animal in need of such treatment which comprises 
administering to said animal an effective amount of a compound of formula I as defined in 
claim 1 or a pharmaceutically acceptable salt thereof. 



INTERNATIONAL SEARCH REPORT 



Ir Mial Application No 

PCT/GB 01/03585 



tprf'"T0%?0l7lT"^cT7[)403/12 A61K31/437 A61K31/416 A61K31/404 
A61P35/00 A61P29/00 



AcconJng to International Patent Clasaiealton qPC) or to both naHonal dasdflcallon and PC 
a HELDS SEARCHED 



MMmmdoetimentaUon searched (elBssneaUan system follmed by daMincadm symbols) 

IPC 7 A61K A61P C07D 



Oocumentatk>n searched other than tvMmum documentation to the extent that such documents are Induded In the fietds searched 



Etedronlc data base oonsuised during the international search (name of data base and. where practical, search terms usedD 

EPO-Internal , UPI Data, CHEN ABS Data 



C. DOCUMENTS COtOSIDERED TO BE RELEVANT 



Category Citation of document, with Iridicalion. where appropriate, of the relevant passages 



Relevant to claim Na 



wo 94 14770 A (SHITHKLINE BEECHAM PLC ) 
7 July 1994 (1994-07-07) 
Claims 1,14; examples 10,11,12A,14 

EP 0 405 425 A (HOECHST ROUSSEL PHARMA) 
2 January 1991 (1991-01-02) 
page 10, line 29-32,39-42; claims 1,10; 
example 17 

WO 98 13350 A (ZENECA PHAR) 
2 April 1998 (1998-04-02) 
claims 1,22 

EP 0 795 556 A (PHARMACIA & UPJOHN SPA) 
17 September 1997 (1997-09-17) 
page 7, line 10 - line 11; claim 1 

-/- 



3,13 



3,13 



0 



Further documents are listed in the continuation of box C. 



Patent family members are listed In annex. 



* Special categortes of cited documents : 

*A* document defining the general state of the art which is not 

considered to be of particular relevance 
"E* earfierdocument but published on or after the International 

filing date 

'L' document which may throw doubts on priority daim(s) or 
which Is died to e^Dsh ttie publcafion date of another 
dtatlon or other special reason (as spedfied) 

"0* document refening to an oral disclosure, use. exhibition or 
other means 

"p* document published prior to the International fling date but 
later than the priority date claimed 



T later document published after the IntemationaJ flDng date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

*X* document of particular relevance: the claimed invention 
cannot be oon^ctered novel or cannot be considered to 
Involve an inventive step when the document Is taken alone 

"Y* document of panicular relevance; the claimed Invention 
cannot be considered to involve an Invent^e step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person sMDed 
in the art 

'&* document member of the same patent family 



Date oflhe actual completion of the international seardi 



14 December 2001 



Date of mailing of the intemattonal search report 



03/01/2002 



Name and mailing address of the ISA 

European Patent Office, P.B. 5818 Patentlaan 2 
rvft.-2280HVR5swijk 
TeL (+31-70) 340-2040. Tx. 31 651 epo nl. 
Fax: (+31-70) 340-3016 



Authorized Officer 



Alfaro Faus, I 



Fom PCT/ISA/2to (soGond sheet) (JuV 1982} 



INTERNATIONAL SEARCH REPORT 



Ir >nal Application No 

PCT/GB 01/03585 



C.(ContIiiuatlon) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category * Cltalton of document. wUh Indication .where appropriate, of ttie relevant passages 



Relevant to claim No. 



p,x 

P.X 



wo 01 53268 A (AGOURON PHARMA) 
26 July 2001 (2001-07-26) 
claims 1,7-10; example 14 

WO 01 25220 A (KINETIX) 

12 Apni 2001 (2001-04-12) 

claims 1 and 27; pages 37 - 167, most 

Indoles and Indazoles 

WO 01 60816 A (AMGEN INC) 
23 August 2001 (2001-08-23) 
claims 1,21; examples 36,42,43 



Fonn PCT/ISA/aio (mntinuaUan d smxnd ehaal) (July 1B9Z} 



International Application No. PCT^B 01 t)3SSS 



E^RTHER INFORMATION CONTINUED FROM PCmSM £10 



Continuation of Box 1.2 

Claims Has.: 3-9, 11-13 (partially) 



Present claims 3-13 relate to an extremely large number of possible 
compounds. Support within the meaning of Article 6 PCT and/or disclosure 
within the meaning of Article 5 PCT is to be found, however, for only a 
very small proportion of the compounds claimed. In the present case, the 
claims so lack support, and the application so lacks disclosure, that a 
meaningful search over the whole of the claimed scope Is impossible. 
Consequently, the search has been carried out for those parts of the 
claims which appear to be supported and disclosed, namely those parts 
relating to the compounds disclosed In the example. The search for the 
above mentioned claims has covered optionally substituted 
5-pyr 1 dyl oxyi ndol es . 

The applicant's attention Is drawn to the fact that claims, or parts of 
claims, relating to Inventions in respect of which no International 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
Is advised that the EPO policy when acting as an International 
Preliminary Examining Authority Is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 



INTERNATIONAL SEARCH REPORT 

Inf onnatlon on patent family members 


h onal Application No 

PCT/GB 01/03585 


Patent document 
cited In search report 


Publication 
date 


Patent famlV 
member(s) 


Publication 
date 



wo 9414770 A 07-07-1994 UO 9414770 Al 07-07-1994 

EP 0674619 Al 04-10-1995 

JP 8504785 T 21-05-1996 

US 5637593 A 10-06-1997 



EP 0405425 A 02-01-1991 



US 


4970219 


A 


13-11-1990 


us 


4983615 


A 


08-01-1991 


AT 


169622 


T 


15-08-1998 


AU 


634553 


B2 


25-02-1993 


AU 


5784690 


A 


03-01-1991 


CA 


2019957 


Al 


28-12-1990 


DE 


69032550 


Dl 


17-09-1998 


DE 


69032550 


T2 


18-02-1999 


DK 


405425 


T3 


17-05-1999 


EP 


0405425 


A2 


02-01-1991 


ES 


2120404 


T3 


01-11-1998 


IE 


902329 


Al 


16-01-1991 


IL 


94877 


A 


26-05-1995 


JP 


2043876 


C 


09-04-1996 


OP 


3115263 


A 


16-05-1991 


JP 


7076212 


B 


16-08-1995 


KR 


162644 


81 


01-12-1998 


NO 


902862 


A 


02-01-1991 


NZ 


234249 


A 


26-08-1993 


PT 


94503 


A ,B 


08-02-1991 


US 


5405856 


A 


11-04-1995 


US 


5034403 


A 


23-07-1991 


US 


5221682 


A 


22-06-1993 


ZA 


9004997 


A 


26-02-1992 



WO 9813350 A 02-04-1998 AU 733551 B2 17-05-2001 

AU 4313797 A 17-04-1998 

CN 1237963 A 08-12-1999 

EP 0929526 Al 21-07-1999 

WO 9813350 Al 02-04-1998 

JP 2001500890 T 23-01-2001 

NO 991423 A 11-05-1999 



EP 0795556 


A 


17-09-1997 


EP 


0795556 Al 


17-09-1997 








JP 


9323995 A 


16-12-1997 


WO 0153268 


A 


26-07-2001 


AU 


2953901 A 


31-07-2001 








WO 


0153268 A2 


26-07-2001 


WO 0125220 


A 


12-04-2001 


AU 


1075401 A 


10-05-2001 








WO 


0125220 Al 


12-04-2001 



WO 0160816 A 23-08-2001 WO 0160816 Al 23-08-2001 



FMm PCT/l8Aei0t»l«ittaffll^ annex) (JuV 1Sg2) 



